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(57) Abstract: A bcnzamidine derivative having the general formula: (1) wherein R 1 represents a hydrogen atom, a halogen atom, 
an alley 1 group or a hydroxyl group, R 2 represents a hydrogen atom or a halogen atom, R 3 represents a hydrogen atom, an alkyl group 
optionally substituted, an aralkyl group, an alkylcarbonyl group optionally substituted, an alkylsulfonyl group optionally substituted, 
or the like, R 4 and R 5 each represent a hydrogen atom, a halogen atom, an alkyl or carbamoyl group optionally substituted, or the 
like, R 6 represents a heteroring or the like, R 7 and R 8 each represent a hydrogen atom, an alkyl group, or the like, and n represents 0,1 
^ or 2; or a salt thereof being pharmacologically acceptable. The bcnzamidine derivative and the salt have excellent inhibition action 
for activated blood coagulation factor X, and are useful as a medicine for therapy or prevention of a disease of blood coagulation. 
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[01*. tf, 7°U >v7°;UX • :t7 • A^^^Xh U- : -7-7'J 7 > • A-f rt 
= 7 h U - ^ 7 US (1 9 8 3^) [E. L. Smith, A. White et al 'Principles of 
Biochemistry: Mammalian Biochemistry 7th edition' McGraw-Hill, Inc. (1983)] 
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^3 0#, ^4 1 61 (1 9 9 6^) [ Clin. Pharmacokinet. T 30 r 416(1996)] 

TnJ^'W^$nT^-5 C^Rtf, F5y^X H4 9#, ^8 5 61 (1 9 9 5¥) 
(Drugs, 49_, 856 ( 1995)]^] , 

<hd5T, H^fetr[MO^'tt«W@mXS^«^J<hLT. 4fM¥ 5-208946 ^ 
(EP 540051), WO 96/ 16940 (EP798295)Xte WO 00/47553 Kite, M75y> 
gl^X^T^vy^^^^^lBic^nTI/^o WO 98/31661 (EP 

976722)(C(i, #J;U£> N~ [4- [ 1 -7* h< 5 M )V- 4 - l^'J vJU^S/] 
7x~jU] -N- [2- (3-75v77xy + y) ^Jl/77t^»l 2 

*S*» 4#S*«ji&Wr5^>X7a^>K#^ «nfcSttftJlll«»H*XH™ 
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*5BWOfl:^*tt, -K (l) 




3P<z)7;un^'>^;ufc;u7;Wi/XJi/^;u», ft*»2 75S7ffl©;&;i'ai?*5/7 

JUKI'S, ^^175M6fi©APy>fi^7;WUS, R**175S6ffl©7JU3^ 
2 75M 7 TO^E y T)\,*cM)\,n^ frmxtemmgt. 3 TiM 1 3 IB© y7J^r 
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R 6 &, tK^K^F, &*»175£6<B©7;i/*;i4k ^*tSt3 7558fflOS8!K7;WU 
£. »**7 7iSl efflOT^WU*. ^xD»T?*tft$tlfc^**175S6ffl©7 

^#;U#XJk7;mMk«, ift**275M7flOJStt*7^ai, ^S$:7 7!>Sl Hi© 

^fI7->ii/S, *jUAt-r;^ »*»i75S6fflo7;u^;u^;u*-j^ 

6 75M1 0ji©7U-JI/S, ^Dl, ^MShWM^ ^i!£fg:37!>M7fi© 1 - 

HB©-f $;7'J-JMfJH^iL, 
R 7 &r>* R 8 tt, TKSSK^XttftSRjft 1 7?>S 6 «©7;i/+;us** u 

R 6 <i: R^H&K&oT, R 7 1 R 8 #-*fKfc^T» j^tgfc 2 /!;£ 5 

iS©7JM 1 l/>S£;^U 

R\ R 2 > R 4 WR 5 © r;\ D y>^j tLTtt, flIAfck 3»>5RJS^ J***-?, 

^jsc^-rao, ^m^TT^o, RMco^xtt, umiziz* 9muT. 

r j > r 3 , r\ r 5 , r<\ r 7 wr 8 © mm^i7bm6m(07)i^)vmi tvnt. m 

t-7>;k ^>^;k <v^>3Mk 2-^^;k7^;k *^>3Mk i-x^ju 
7"ptf;k ^->;k 4-^5 L ;i/^>^Jk 3-^^;u^>^;k 2-*3Mi/^>3Mk 
1 -*?\M/^>3\>k 3, 3-^^^;k7^;k 2, 2-v^^;k7^;k 1, 
^f-;k7^;k 1, 2-v^5 1 ;k7^;k 1, 3 -v^juy^k 2, 3-^3^ 
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175M6P07;U+JPSJ ^tffcfc©£TO©fc©*^tf <=>ft> ffSfcte, 7JU*;P 

SHfrWU 175M3ffl©fc©T*0, JSfcfficn j*^;u*t*d» rate r^uiisr 

r 3 © r^jg»3 75Si 3fflo7;m^'>*;p*Kx;u7;wuSj ©7;M^ugB# (7 

& © £: TO© h<Df)^f <b ft, Jffilfctt, 7i^;^^(l ^5d»175S4<@©%> 

IE r^^ti7iS6fi©7;u+;usj T^tffc&©£iig«i©fc©a*Wbft, ffjfiictt. 



PCT/JP02/03355 

Mi 3ffl©7;p3+^;i'#— JU7;w^;i/*— tbm ih+^^r 
IB r^^ici73;M6i@cD7;u^;usj T*tffct>otRi#o'bo*^f en, $FjgK«, 

R 4 &#R 5 tf) r J K*»175S6<B©Aoy>«tft7;Wl'*J 0)7 JWV&fflt* ± 
SB r^3R|»i75S6fl07;WHIJ TWfct)0t»0t>©^#tf ^tl, 

R 4 RtfR 5 © r J K*ftl75S6<i07;P34 1 '>»J <D7)V*)VB&tt* ±IB r^ft 
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- 

r 4 r^r 5 © r^gc3 75Si 3fl©5?7;wp*;^tqE-f ;witj ©7M;wb. 

R 6 <D r^»3 75 5 8ffl©jR«7;i/^a6j £ Ltd MZ.lt, v^P7'DtfJk S/ 

^□y^Jk ^^□^>5 1 ;k y^DA+yJk x^p^7'^;k s>^p^-^^;i/S^ 
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^xxjk tfou;k 7-£fcfx;k tr^/'jjk -f 5^7'J;k **+}-y*u;k 

ityu;k ^jyjjk -ry^jy^k i, 2, 3-**if-5?7i/u;k hj77U 

;k fh^yjJk ^7v7VU;k tf^-Jk tf'J^;k tf'J^xjk t?U5vX 
;k If 7 y r i ^ S^f MlSIS^i^ 'J - JK ^^kfc u x;k tf P u 

v-;k tfP'j-;k < a ?v u vx;k -f a^i/u-;k tf 5 yjv-;k tr^/'J 
-;k tf^yj;k -rayyjJk **w,i;k -f v*WJ;k 5 1 7 x /u;k <v 

^7V*U;k 1, 2, 3—t*W7V>))^ hU77U;k xh^7U;k ?7v7 

vu;k fcfUx;k e'j^-;k tfus^^k t^v-^cta^^^ft^s 

S^iW 'J -;k ^^kft U ->>k t: D 'J y" JK k°D'J-;k 'fi^/'Jy-Jk 

^5^y>j-;k H^yjv-;k tr^yjxjk tf^u^k e^7>>-;i/CQcko& 

H-t?D-;U- 2 -<;k 2, 3, 4, 5-rh7t K □ k?U v>- 6 --Ok 4, 5 
-^t Ho^^rity-;U- 2--f;k 5, 6-yhKD-2H- [1, 4] fjy>- 

3— r;u) £#tfe>n^ ztz, ±'ib r 5 t$m 7 M*imst*j feu Mo^stratT 

^Tt>i:<, -fy^> 4 /77^P, ^D*x;k =^it>T-r.;k 7i7W 

-rxjk <>K'jvn;k -rv-r>Hu;k -r>H'j;k 0^7 u;k yux;k * 
yuv-;k -ry*yu;k ^yjjk 7^7y-Jk t7fjy-jk */=hhjx 
;k ^yu-Jk #;k>wu;k 7j;k^U-;k 7?Uvx;k <v-f> kux;kd 

M^$:17!>M6f@CD7;i^;k*j £UTte, 2 -k°U v^M^k 3 -tf'Jv^M^ 
X«4-fU> ? ;Uy^;k«X«2- (2-lf'JyJW X^;k 2- (3-tf'J^U) X 

^)VXU2- (4-fcfU^;w x3\>ug-c&*. 
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R 6 © rft*»375Sl 3®07Jl/3^*>*^-;i/7>I^JWSj 0)7 
±IB r^*jRl75S6ffl©7;WI/*J T'Wfcfc©£|^©fc©tf^tf£n, 
\t, 7)V*F)V8MNt* &$#1751§2ffl©fc©T?i&l3, $fjSfc ^3^3 7!;Ml 3fS© 

R 6 © r^»2 75S7fiO|&i»»7>';l/Sj tLTtt, 09*. tf, Tt^JK 7o MUr 

-jk 7^u;k < yy^u;k t?/\*D<;k /wujk -fVAUUJk ^\^+f-/-r;k 

R 6 © rift3j|ft7 75Ml lli©^#^7^;i/»J t LTH WAtf, 'OV'-Ok 1- 

r 6 © r«*»i75M6ffl©7;w^;w*=;i^lj ©7;W i ;MW»tt, ±12 rg&ft 

8B#tt. &**175S2fl©*>©T!*D, $?»fc rftgft 1 7!>S6{i©7;M^lvUk* 
R 6 © rifc*#675Ml 0®©7'J-;PSJ ttTH #JxJ:f, 7x~Jk 

*jk*j TWYct>©£i^©&©^W£n> TfE3;©*>©. ?tet>*>. 
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4, KP-3H-t?a-;i>-2— ()V (AK 2, 3, 4, 5-fh7tKD 

tf u v>— 6 — -f (b)» 4, h*n^-+-y-v-;i/-2--f;u (C). 5, 6- 

ykKD-2H- [1, 4] ^7> J >-3-<;i/ (D) Xte4 - tfU vWST&5. 




i7!>S6is©7;wi/Sj TWfcfc©<bTO©&©;«tf£tt, fiFBcrau 7;u*;u 

3 «©*>©•?& *h Sfififc rmm$k3 7bm7moi -4 5.;7)U*)V&} 

R 6 © r|ft3)|ft2 75S7ffl<7)N-7;^;i'Jl , J^A<5 «7^+JWH ± 

« 

7i^J^»[i R*»17iI§2<B©fc©T*0» ftMfc T^ic2 75S7|i©N-7 
R 6 © r^ijtic 7 1 lffl©-T5 7 7 , J-;M^;U8j -tUTtt, 0U*fc& -f577 
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(1) r'^\ TkmimTxuym&T'&zikG®). 

(2) R 2 ?5»^ **IfT*5ft^ft, 

(3) R 3 ^ ^sfcf£375Sl 3fi(07;p3*'>*;^— Jl/TW^WJ^-JUXtt 

(4) R 3 ^\ I >7 W-;i/SXU*Jl/#+'>^^ >^^*r 

■ 

(5) R 4 £tfR 5 fr\ PI— XWioT, 7K*ITf\ /\uy>If, I*** 1755 6 

(6) R 4 &tfR s j&^ H-X«SfcoT, tK*®^, tft*K^, /^JUS, HJ7JI/ 

7iWi, 2-fcfUv ? 7M3 L 7k 3-t'Jy;Wf^ 4-eU>^M3Mk 2- 
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( 2 - e u s jm x^;k 2 - (3 -tru *JM jL^jvx\t 2 - ( 4 - 1? u s?;w x^ 

7iZJH, 4, 5-> f t:HD-3H-tiD-;U-2-<;k 2, 3, 4, 5- 
f h?k Ka tf'J^>- 6— r;k 4, 5-5?kKDtW-^-2-'fJk 5. 6 
-yk Hp- 2H— [1. 4] f7y>-3-f;H}i4-k , UyJH, *;|/A< 5 H 

(9) R'fttfR 8 **, 7KmM-?Xtt^i[i75M6®©7;i/+;i/S-c*S{b^, 

(10) R 6 1 R 7 ii-ilC&^T ; Xfi, R 7 iR a «:)ioT, p?*ISc 2 TiS 5 fl 

(11) R 6 t R 7 t>T» X\Z> R 7 <h R 8 Ml;^oT, X^I/XKte h U 

(12) nfr\ lT*5ft^», ^tf-S^t^T^v £ft£©ia*£to-B\ 0»J*tf, 
(1), (2), (3), (5), (7), (9)&tf (12) ©Sl&^fr-fr, UK (2), (4)> 
(6), (8)> (9) XDC (1 2) ©a#£t>-fcN£t>, SFilT?»«. 

r-e©ma±^^n^^j tit. *mm<wt&w (D tic-rsi: 

^A&Ocfcofc^Jk^U&Jg^ #;kv£A^ v^>£ A&<Z)J;5&7;k*J U ± 

7;^z^AI, ftifi, xy^-;k&, □/Whtt<P©&JK!i ; 

N-^fMi^$>I« ^7Zy>| ( vX^7^>^ hUX^;U7i>^ V 
y^D^y;V75>t, N, N'-v^>v;UX5 L k>> ? 75>^ £PP7°P;M> 
7n;*K>Jfc y!^;-^7$>S, N-^>'^-7x*W$>«, k?^ 
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>7Jk*>i?^ HJ7Jk^D^>7Jk*>$^ x*>*;i^>&Jfe©«k<3fcte*R 
7M>Z)\'*>Wt& ^>izf>XJMN>$^ p- b;ux>*;k*>i?m<£>=fc5&7 

u-;^^*>»'4fi» 7?-;n?i, □A^wft, #x>gtifc. 

v>m, 7;MrX>&, ^•;U-5 t >ifi, ^*5>Kifi, 7XA7*>»*ft©«fc"5&7 

vx\t. ?mm> 7 = ysx«7 = ^w^f»c«j;dm»l#-5 

#f#5 r^^tts^nsj ibT«, fli&tf. *Jk5;k 7±?)W zfuv*- 
;k ^'JM -fv^iuk ^>^/<;k t?AP<;k Ai/y;k <f y/tnj;k 

;k s-x^jkt^/WJk 3, 7-v^;k*^/w;k Jk 
#y>fjk MJxft/'Ok Th^r^y-fjK ^>^x*y-r;k ^^-y-x^y-r^ 
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N^v7iz^;ucDj;e)^^7;kti^>/{g^7;wu*;u^-;us, (e) -2-*? 

>^-r;k a-t7KJk 13-^-7 h-r;KDct 5^:7 U-Jk*;U^-;|/«, 2-7P 

^>7-r;k 4-^PP^>^/-r;kDj:^/j:ADyy7'j-;k^;k#-;i'S, 2, 4, 
6- Hj^;i/^>v*-r;k 4- )V(D&?tmm7 )V*Mt7V-)Vt>)v#- 

>"<>y-r;k 3-*;k^^->^>y-i';k 4-^;u^^v^>y-r;kDcJ:o^*;u# 

^v<b7U-;k*Jk^-;i'S> 4--hP^>7-f;k 2-zhD^>^jKoi^ 
-hoibJ'J-JWW-JH, 2- h^v^;k^-;u) ^tV;^ 

7)Vu*=/t>)\,#-M£7*)--)Vji)Vts-)l^ 4-7xx;i/^>7-f;kE>J;"5&7U 

-;Wb7U-;i/*^fc;k^^© r^#^7->;usj ; r-h^t Fot^>- 2 --r;k 

3-7P^xh^t;KPt;^>-2 — fJk 4-/ h*->x h 7 k HP tT^>- 4 — f 
;k fh7k FP^fcf^>- 2-<;k 4-^ h+vxh^kFP^^tf-7>-4- 
-C;kDJ;-5& rf h7kHDk7-M(irh7k Fp^* t°5-;i/*J ;fh7kF 
P7^>-2--fJk xh^kKD^^7^>-2—r;kDcJ:-5^: rrh7tHD77 

7ok;k7^?-;k>u;k t -7^;kv^^;kvu;k ^^;i/v-r77°Dhf;kvtj;k 
^^;kv- t-7^;kv-u;k mm v7Dt:>vU;kDJ:o^HUfgii7;k+;kvU 
v7x-;k^^;kvu;k v7x~;k7^;k>u;k v7x~;k V7*pfc!;k> 

U ;k 7 x njkvM' 7 7p k°;k> U )V<DX o tz 1 7iM 2 fi©7 U -;i/*Tg&£ tifc h 

vm&7)i*)i*/V)mm<D r->u;ugj ; * F*->;<^;k 1, 1 -v*?\>i/- 1 - 
^h*->*5f;k ih+y^f;k yo^y/^jk -rv7°p^*->*3Mk 7>* 
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isX?)W£5te{&&7)\'3*i'<t®A7)V3*i'*?-)l'& 2, 2, 2-MJ7PP 
Ih+y/fJk tf7 (2-^ODih^» *^)VO£oW\u>f ;mk7)Vn*i' 
*?-)\&<D 17)13*^*^)^1 ; l-Xh*:>X3\>k 1- «77°P#*-» X 
^;KDJ;5^:M7;U3=!r->ftx^S, 2, 2, 2 - h 'J >? ppx^MKZ^&AP 

y>flsx?\^g$© re&x^Musj ; ^>7;k a-t7fWfJK Q-j-y^jv 

- 7 >7 U Jk* 37K7)J; o is. 1 75M 3 f@©7 'J -JUSTfiffcS ttfci£»7 J WUS, 4 

-*3Mk^>v;k 2, 4, 6 - hu>wi^>> ? ;h 3, 4, -s-mj^wwo^ 

Jk 4-^ h*S"<>*7;k 4- / h + y7i^Jl/y7xZJM5 : Jk 2--hP^> 
7;k 4-ZhQWJk 4-^DD^>-7Jk 4-7P^>>Mk 4—77/"^ 

7 *T*7 U -iH«$nf; 1 755 3 fl©7 U -)l&VM^nfzim7 )V*)im 

m<D i77)V*)Vmi ; * h*v#;ktf-;k xh^y*M-;k t-7h*5^*;u 

#-Jk ^y^h + y^J^I/O^^Myj^ + yjjM-^I, 2, 2, 2- 
h U 7 p Plh+y^Jk^-Jk 2 - h U *37k>U;kx h*v#;Ufc^<Dc};5&/N 

r7Jkp+v^;k^-;k«j ; t*x;u^-^^^;ufc;k 7U;k**v#;kfc;u<Dj; 
3& r7;i/yx;k**7#;kfx;i/Sj ; 7i/4 : y*M-Jk 4-^h^y7xy 

3rv;2j;kfc;k 3, 4-y/h+y7i;*y*Jtok 2 -X h P7x/"*~>;*J 
;ktfxjk 4-'hD7iy+yM^Jk 4-7M07xy+y*J|/#-Mj; 
17!;52ffl(7)^7;kri4 1 vX«xhDST7U-;U^fi^^nT^T ! fo c kVi 

r7U-;M-^7#;kfc;k*j ; ^>v;k^-^v^;k^x;k 4-/h4 : y / <>y> 

^->^7;k#x;k 3, 4 - y^ h+y^>y;kt+y*;k*-;k 2-xhP^>:7 
;kt^v#;k#x;k 4-x hP^^Jkr+^Jk^x;!/©^^ 17bM2m<D{& 
Ei7)lzi*yxit=-hnmV7 l )-)m^m^nx^Th^ *7y)V*)V**z/t> 

Write* X^kt/^^njk^+^/^k kVtD-fJl/^y/^k ^7^75/7 
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1 - 7t h+yX^KDi^ftTyWym^S ; 1- 
h+«>*;l/#n;P^'» X3Mk 1- (Ih^y*Mrjl/^y) X^;k xh + 

-;^*>>^^-;k l- (-f V7 , D^y*^zM+y) x^;k l- (t 
-yh+yA^xM+y) x?7k 1- (lh+y*j^z;i/^y) 7°ot!;k 
l- (v^p^^k^S^I'tfxjk^+v) x3MkDJ;5&i- (TJUu + v*^ 

#-;kt*:» 7^iJyJH; 4-*^;U-;t*7^^yi/-;k>Wk 

*7^*7kx;k*^;US^<2 r^j;^-M+y7Jl/+JHj ; ±fB nmM7 ; s 
JI/Sj ; ±IS r^Wmr : rDA£tt©/v-7iX7\>ki£|gj ; r«i7r^ 

^STg8i£ ntcti jw^-f )im ; Rtf, t!A*D-r ;k^-+'>^^;k^^^;k#x;i/ 

7^ymxitT^v/m<Dm€>\zte. mzm&zu<m^z>z\t&x*%z>fiK m-miz 

its mz.ii£*)i5,fr. 7-fe^;k 7°Pif^-x;k 7*^u;k -f7 7*^u;k ^>^y< 
;k bf/\*n-r;k Am;k -f 7Anuk ^-^^y-rjk ^7a-r;k a*;us h^r;k 

TsT-TU^ )V<D^ots.7)V^r)lti)V^)Vm. 7DD7t^k ^□□7tfJK h 
'J 7 P P 7-fe^;k h U 7J^D7t?MJ: o W\ P y;ii7;^JWJI/4?-JI^S, 
^ h + y7tf JKD J: ^j:fgl7Jl'3+yii7^JWMxj|/i, (E) -2-* 
371/- 2 -7x/-Ok7)ct:-5 W»7JWk*;U#x;i/S^©Ii«7 ->;kS ; ^> 
W;k a-t7HJk j8--^7 h-r;k©ct-5^7U-;k^;k^x;i/^ 2-7o^E 
'Ol/'Ok 4-7PP^>7^;U©J;5ftAP^V7U-;k£;k^x;k*. 2, 4, 

6- huy^;^>y<;k 4- K;k^-r;kDj;e>^fga7JU^;wb7'j-;u*;k^- 
4-7x7-f;k^^'5^gM7;ko+v>fb7U-;k^;k^x;^, 

>7V;k 2 -nhP^>7-r;kDcfce>^nhD<b;7U-;k^;k^x;i/S, 2- (/h 
* 7#;k#x;i/) ^ >7< ;kDcfc -5 ^gi7J^ * ->#;k#x;Mb7 U -;k^;ktf x;u 
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4 - 7xZJK>y-f JKDJ: 5 75:7 U -Mk7 U -JktUktf x )Vm^(D^mW7 > 
Jkg; ;< h*->;*7;k#x;k I h^yjjj^rik t -7" h*S/;*j;k#- Jk -fy7h 
+v*JP#-JU©J;5^iilR7^3+5/*JU^-;US. 2, 2, 2-MJ^aoxh* 

;kfcJk 2 - MJ * ^;kv 'J ;H h * i/liM x )KD£ o W\n? >Xit h 'J & 

t?x;k**v;&jk«Kx;k 7U;^4 i v*;^-;u© t j;^^7JU^-;i/^+-> 

i/*->#;ktfxjk 4-7;k*o7x7 4 i v;&;k#:i;k©cJ;5fr. i75S2fi©fia 
-)\sg%mtfZZttf-V%. »jgtctt. xh*v#;kf;-;kg> 1- (yntr^xjM- 

#;ktf* *>;ug©«£-fc«, r^#^-rjD*^W!?© i^^^^w^ffit j; 0 mmh 

-fV^OfcTJk n-73Mk -ryy^k s-73Mk tert-T^k n-^>^;k 

•fy^>^;k 2-^^;k^^;k **^>?Mk 1 -x^k^oejk n-^^k 
-ry\+yjk 4-^5 L ;u^>5 1 ;k z-^)V^y^-)V, 2-*?Mk^>3Mk 1- 
pC5 L ;k^>5 1 ;k 3, 3 -v*^;k7*3Mk 2, 2 -v^^kT^k 1, i-v^?- 
;k7'?Mk 1. 2-v^^;k^?;k 1. 3-v^^^^k 2, 3-v^;k7?- 
;k 2-x3 L jk7>Jk©<fc'5ft r{g$7;k*;kgj ; if-Jk i-7*D^x;k 2- 
yn^-jk 1 -*3Mk-2-7o^x;k 1 -,*3\)k- 1 -7n^x;k 
-i-7°a^x;k 2 -;<^;k-2 -7o^x;k 2-x3Mk-2-7 p a^xjk 1 - 

7'7-XJk 2-7f-Jk l-^-2-7"f^k l-/^-l-yf-Jk 3 
-*?\)k- 2-77-ik l-I^l/-2-7f^k 3-7fx;k 1 3 
-7r-Jk 2-^^-3-^xXJk l-I^-3-7"f-Jk 1 -^>r-ik 
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2-^>xXJk 1 -/fJl/-2-^>f-ik 2 -*=j-)V- 2 -^>xXJk 3-t 
>5^x;k 1 -*3\>U-3 -'OrXJk 2-^?^-3-^>x-Jk 4 -^>7X 

;k l 4 -^>x-jk 2->?JP-4-^>T-;k i-^-fen;k 2 

-'vHrxJk 3-M 1 -fexjk 4-'vHrx;k 5 -^\+-fe-;k0ck^^ r/;u^r- 
JkSj ; x^x;k 2-^ohf-;u, l 2 -7*d t?-;k 2 2 - 

:/Dt:x;k 2 -x3Mi/- 2 -7 , ntfx;k 2-7^x;k i-*3\^-2-7?x;k 

2- ^5 1 ;i/-2-y5 L -;k l -x^;i/-2 -7^-;k 3-7^-;k 

3- 7*^x;k 2 -pWU- 3-7^x;k l -x^;u- 3-^x;u, 2-^>^x 
;k l -^^;u-2 -^>^xjk 2-^^;u-2-^>^x;k 3-^>^x;k l 

3-^>3"xjk 2-^5 1 ;u-3-^>5 1 x;k 4-^>^x;k i-*? 

jU-4-^>^-;k 2 -pWI/-4-^>^XJk 3-^vXJk 

4- a+-/zm 5 -^*z/~)l<D£oU r7;i/^x;k«j ; h 'J7;k>f-npWk V 

\) t7UU*3-)V, y^MD^fJk S^DCM^k y^Dt^fik 7Jkfn^?- 
;k 2, 2, 2-hU7MDXm 2, 2, 2-h'J^DDX^jk 2-7d^X 
5";k 2 -7MDIf;k 2-3-KX?Mk Z-^UU^UM 

Jk 4 - 7 /kf o 7^;k 6-3-K^v-jk 2, 2-v7n^x^;kZ) c k5& r/\ 

□ yyfgm7;i/+;k*J ; 2 -kHP + vX^;k 2, 3 -vk HD^S>7°otf;k 3 

kFD+-> r^7;u+;k«j ; rttivt^homou * mffiifcT >- )v ] - mmr 

)V3r)V&\ ; ^>^';k 7i?fJK 3 -7xX;k/P fcf;k a - ^- 7 3\>M ^Jk i3 
—^^JM^k y7irJMfJK HJ7xx;M3Mk 6 - 7 xXJk\*v;k 
a - ^- 7 Wky7i XJM 3^k 9 - 7 >7 U ;M 3\>KZ>£ 7 1 75S 3 {@<Z>7 U 

STg&snfc {mk7)v*)V&\. 4-*?-)Vi>*j)w 2, 4, 6-hj*3\n^ 

>v;k 3, 4, 5- h>J^5 1 ;^>v ? ;k 4-*h*~>^>vMk 4-^F^y7i 

XjI/v J 7xX;M5 1 ;k 2-ZhD^>yJK 4-'hDA>yJK 4~7PO^>V 

;k 4-7*D : E^>v>lk 4-y7;^>yJK 4 - v77 ^>^7iZJMf;k 
b:* (2 -XhD7xXJU) j*3\>k tMnxJk 4-^+yjjJ^lM>yl0 
J;5fcM7,M^k «»7JH3*>', -ho, AD^r'X v77, 7;k7*v;fr;k# 
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-;i/ST7 , J-;P^gm$n^:175S3ii©7 l J--;i'STB^$nfeM7;i/^ 

X3\>k 1- (-rV7°P^+v) X?Mk 2-Xh^yim 
1, 1 -v*^- 1 h*v*3Mk xh*v;<3Mk n-7n#*v^;k 
y7*o*>y/m n-^h^y/m tert-7' v^^k^ck^^fgMT^kn 
*vM7;k*7k*, 2-^b^ylh+y/Wi:^«7J^ + yit:fii7Jl' 

£j, 2, 2, 2-hU^DDIh + y^fJk If 7. (2-^OOIh+y) ;*^;kZ> 

cto/ci:y\ny>^glS7;k=i+v«7;i/+;k«^© r 7 ;m 7;k+;k«j : 

^ b^v^ktfxjM^a^te ri£M7;k^^^j #;k#x;i/ um7JV^)Vmi ; 

y7;/fJk 2-v7yx5 1 >»k^ck3^^7y ; ^fm^f 

^^^^^k^cfc^ft r7U-;ki ^^^;kS; 2-^^>7>;k^x;kx5 1 ;k 
2 - hU7;u^o^^>>;;k4Nx;kx^;i/©<ke»^APy>Tg^$nT : fc e t^ rfg|& 
7;u^;ki TJk^xju rfg^TjM^gj ; 2-^>if>x;k^-;ux^;k 2 -hp 
x>7.Jk*^;kx5 1 ;k^J;-5^ TTU-^j x;k^^;p rfg$&7;u*;kSj ; 

tf/xa -r;kt-*5/*3Mk /xi/'j;k^-^v^^;k < 7A*iyU;k**>'*3 1 ;k 
yfjkf^y^k 1 -*;i^;kt*~>x3\>k i -7-feh^vx5 l ;k 1-yDtr 
:tx;kt^>x?yk i-^'jjkt+yi^k 1 -tfA'p-ok^vx^k l- 
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A'l/'JM+yim l-'fVA'l/'JM+yim 1 y^M+ylf 
;k 2-W$;^^yX^K 2 -T-feh + ^X^k 2 ~7°P b^^W^yl? 
M 2-7*3 1 LUM-*>'X3 1 ;k 2-tfA*D-fJU^'>X5 L ;k 2-A>»j;k^-^*>X 

^;k 2--rvAi^u;k^-+vx^;k 2--M t tfv-f;M-*>'X3 t ;k i-*;k^;i/ 

t^y^O^K 1 -7-feh + v-7°Dt!;k 1 -7°D tf^XJk^v^O t°;k 1-7* 

^u;u^->7*Dtr;k l-^n^M^y^o^k i -;\*uu;i/^sy7otf;k 
i-^vAi/UM+y7*o^ i -^\^ity-r;k^-^v7°De;k l-j-feh*^ 
7>;k i -yotft-j^y^ l-^UM^yT'm i-e/\*a>r;u 

t^y^JK 1 -7ilh*v^>3Mk 1 -7°P tT^Xjk^^v^O^k 1-7?- 

U;M-*->^>3\>k i -tfAo<;k^-^v^>5 1 ;k i - t?/\*o^;kf*s/'v^>;y 

^□^ity-r;k^-^vx^;k l -v7o^>^y<;u4-^v7°D tr;k l-y^n 
^•9-y-i';k^-^v7Dtr;k i -v7D^>^y<;k^-+->7>;k i-y^o^ 
if/^;k**sy7^;ktf>ck?& i";>/7n7;Wki #;k#x;k>M^> riijj^Mj, 

;kt*v r«7;u*;k*j ; ^ N*v#;k^x;k^*->^;k xh^v^jk^x;p 

y^;k ^h^y*M-;w+yy^k <v^h+y*Mrmyym ^ 
>3SJk*^>;fr;k^x;k^^>*? 1 ;k ^*>7k^*v#;kl*x;kf*:>*3Sik f>7 

o^yJI/^y^M-M+yyfJk ^7D^\+>-;k^-^v^;^x;k^^'> 
(y^D^yjl/) ^^;k 1- h^y^kfcJk^v) X^;k 1- (Xh* 

v^ktfxji^v) x?;k i -7D^*v#;kfc;kt*:yx^jk l- (-rv7° 
D^+y^M-M^y) x^;k 1 -7>^v*;k^x;u^->x^;k l— TV 
7h+v*;k^x;i/^-+i/x5 1 ;k l- (tert-7h*^#jklSx;M-*->) x^;k 

1 -^>?J^+y*MrM+yX5 L ;k 1 -^>7k**v;fr;ktfx;kt*:yx 
^;k 1 -y^D^>f jkt+y^Jk^xjkt+yif ik l-y^D^>f jkt+y 

#;kfcjkt*v7W;k 1 -v7P^*>7kt^>#;u^xjU;t*>-7W;k l 
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1- {^9u^^)V^l/ti)V^-)V^^- ; y) X3Mk 1- (ih 
*v#;k<HxJkt*~» 7°ntf;k 2-^h*y*MzM+yim 2-Xh* 

^ktok^syx^k 2 -yo^+'>^;^x;ki-+vx^;k 2— fyy*D# 
+yij;^-M+yxfjk 2-y^*iy#;ktfx;k**>'X^;k 2--fyy>* 
v*;k#n;ki-+vx^;k 2 -^>5 1 ;k^-+->*;u#-;u^-+->x5 1 ;k 2--\+-> 
;^+->^;k#x;k^-+^x5 1 ;k i h^v^k-Kxjkt+i/yDk^k i-xh 
^>-^;k^x;k^-+->yatf;k l -7°D#+'>^;k^x;k^-^v7°D tf;k l-^ry 
yDtf*v#;k**-;k*^yat:;k i -y h^v^;u#^;k^-+v^°Dt:>/k l - 
<y7h+v#;kfcjk^*:>yntf;k l -^>^^*v#;kfc;k*-*->yDt: 
;k l -^+s^;ki-+>-^;k^x;k^-+^yDbf;u, l -* h*:>#;k**x;kf-*:>y 

1 -^yyn^yijj^zM+y^Jk 1 -7 h4^>#;k^-;u^^y^;k 

i — ryy b+v^kfcjk^+v-y^k l - ^ h^v^j;i/^x;k^-+^^>^;k 

-I h + y^M-M^yA+yJKDct^a (7;ka^->#Jk^-;kf 7JM 1 
;H;(5-7x-^-2-t+y-l, 3-yt+Vkv-4-fjW *3Mk [5- 

(4-*^;k7xXJP) -2-^V-l, 3-yt+Vl/>-4--fJH ;Wk [5 
- (4-^h^y7xZJW -2-^-+V-l, 3-yt+Vl/>-4-^fJW *^;k 

[5- (4-7M07irjW - 2 -^+7- 1 , 3 -^+Vl/>-4--f;P] ^ 
3Mk [5- (4-i7DD7xx;i/) -2-^-^V-l, 3-yt+VkV-4-'fJl/] 
pWk (2-**V-l, 3-yt+7U>-4-fJW *3\>k (5-^)^-2- 

**v-i. 3-mvkv-4-'fjw *5\>k (5-x^-2-^-^y- i, 
7l/>-4-fJW ^^;k (5-<yyaif;u-2-^v-i, 3-mvkv 

-4--r;i/) *?;k (5-y^;u-2-^y- i, 3-y^vv>-4-fjw 

•7$ U >Uk 5?*?)Vy# D 5?;k y7 h+y7^>J 5W©J;"3fc ^ U vJUSj : 
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EtteX^S£^.U -CH 2 S0 2 S£*U Ph tt, 7i-JH$;Sl. Pyr&, 

t°UvJl/S£^U Pyrmte, tf U 5 5*^>H;*2rU cPn «, P^>9M!/S£jK 
U -(CH 2 ) 3 -(5)«> R 6 tR 7 tf-m\ZtZ-DThO*^U>&&Mf$,L. ^O, ^n<=>£ 
£ifat**5Ji3ltfcfc<5£<i:&jSU C 3 H 4 NO«U 4, 5-v J hh*P^1f\/-;i/-2- 

-fJl'S&^U C 4 H 6 N«4, 3H-k?P-JU-2-f jl^g^U 

C 3 H 4 NStt, 4, 5 -$>fc HDfyy-^- 2 -- OUSfc^U C s H 8 Nte2, 3, 4, 
5-rh7t HPb°Uv>- 6 — < JH^it, C 6 H 10 Nte3, 4, 5, 6-rh7k 
HP-2H-7"tft!>- 7— -fJHSSL. C 4 H 6 NS&5, 6-yth'D-2H- [1, 
4] ?7y>- 3 — fJUSSr^U C 5 F 4 N tt, 2, 3, 5, 6 -y- V 77MO tf' ) V 
y- 4--Ol/S£^U H(CH 3 CH 2 N)C fJ, N-X^-Jl/^A-T 5 F<;US£*U - 
(CH 2 ) 2 -fct 2^R 7 i6fiR 8 ^-^iC^oTX^l/>S5r^T^>^<h&^L, C 8 H I4 N 
fi, 3, 4, 5, 6, 7, 8 - A^h H O - 2 H - J'/r > - 9 -<J«^t 0 

[*1] 
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No. 


R 1 


R 2 


R 3 


R 4 


R 3 


R 6 


R 7 


R 8 


n 


1 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 


H 


H 


1 


2 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 CH 2 


H 


H 


1 


3 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 (CH 3 )CH 


H 


H 


1 


4 


H 


H 


EtOOC-MS 


3-C1 


H 


CH-»(CHo)nCHo 


H 


H 


1 


5 


H 


H 


EtOOC-MS 


3-C1 


H 


PhCH 2 


H 


H 


1 


6 


H 


H 


EtOOC-MS 


3-C1 


H 


Ph(CH 2 ) 2 


H 


H 


1 


7 


H 


H 


EtOOC-MS 


3-C1 


H 


Ph 


H 


H 


1 


8 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 OCOCH 2 


H 


H 


1 


9 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 CO 


H 


H 


1 


10 


H 


H 


EtOOC-MS 


3-C1 


H 


H 2 NCO 


H 


H 


1 


11 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 S0 2 


H 


H 


1 


12 


H 


H 


EtOOC-MS 


3-C1 


H 


2-Pyr 


H 


H 


1 


13 


H 


H 


EtOOC-MS 


3-C1 


H 


3-Pyr 


H 


H 


1 


14 


H 


H 


EtOOC-MS 


3-C1 


H 


4-Pyr 


H 


H 


1 


15 


H 


H 


EtOOC-MS 


3-C1 


H 

* 


2-Pyrm 


H 


H 


1 


16 


H 


H 


EtOOC-MS 


3-C1 


H 


Pyr-3-CH 2 


H 


H 


1 


17 


H 


H 


EtOOC-MS 


3-C1 


H 


Pyr-4-CH 2 


H 


H 


1 


18 


H 


H 


EtOOC-MS 


3-C1 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


1 


19 


H 


H 


EtOOC-MS 


3-C1 


H 


cPn 


H 


H 


1 


20 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 


2-CH 3 


H 


1 


21 


H 


H 


EtOOC-MS 


3-C1 


H 


-(CH 2 ) 3 -(5) 




H 


1 


22 


H 


H 


EtOOC-MS 


3-C1 


H 


H(NH)C 


H 


H 


1 


23 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 CH 2 (NH)C 


H 


H 


1 


24 


H 


H 


EtOOC-MS 


3-C1 


H 


PhfNHIC 

A 1111 1111 V 


H 


H 


i 

J. 


25 


H 


H 


EtOOC-MS 


3-C1 


H 


C 4 H 6 N 


H 


H 


1 


26 


H 


H 


EtOOC-MS 


3-C1 


H 


C 5 H 8 N 


H 


H 


1 


27 


H 


H 


EtOOC-MS 


3-C1 


H 


C 6 H I0 N 


H 


H 


1 


28 


H 


H 


EtOOC-MS 


3-C1 


H 


C 4 H 6 NS 


H 


H 


1 
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29 


H 


H 


EtOOC-MS 


3-CH 3 


H 


CH 3 


H 


H 


1 


30 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH3CH2 


H 


H 


1 


31 


H 


H 


EtOOC-MS 


3-CH, 


H 


CH 3 (CH 3 )CH 


H 


H 


1 


32 


H 


H 


EtOOC-MS 


3-CH, 


H 


CH 3 (CH 2 )2CH 2 


H 


H 


1 


33 


H 


H 


EtOOC-MS 


3-CH3 


H 


PhCH 2 


H 


H 


1 


34 


H 


H 


EtOOC-MS 


3-CH3 


H 


Ph(CH 2 ) 2 


H 


H 


1 


35 


H 


H 


EtOOC-MS 


3-CH3 


H 


Ph 


H 


H 


1 


36 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH3OCOCH, 


H 


H 


1 


37 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH3CO 


H 


H 


1 


38 


H 


H 


EtOOC-MS 


3-CH3 


H 


H 2 NCO 


H 


H 


1 


39 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 S0 2 


H 


H 


1 


40 


H 


H 


EtOOC-MS 


3-CH3 


H 


2-Pyr 


H 


H 


1 


41 


H 


H 


EtOOC-MS 


3-CH3 


H 


3-Pyr 


H 


H 


1 


42 


H 


H 


EtOOC-MS 


3-CH3 


H 


4-Pyr 


H 


H 


1 


43 


H 


H 


EtOOC-MS 


3-CH 3 


H 

» 


2-Pyrm 


H 


H 


1 


44 


H 


H 


EtOOC-MS 


3-CH3 


H 


Pyr-3-CH 2 


H 


H 


1 


45 


H 


H 


EtOOC-MS 


3-CH3 


H 


Pyr-4-CH 2 


H 


H 


1 


46 


H 


H 


EtOOC-MS 


3-CH3 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


1 


47 


H 


H 


EtOOC-MS 


3-CH3 


H 


cPn 


H 


H 


1 


48 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 


2-CH3 


H 


1 


49 


H 


H 


EtOOC-MS 


3-CH3 


H 


-(CH 2 ) 3 -(5) 




H 


1 


50 


H 


H 


EtOOC-MS 


3-CH3 


H 


H(NH)C 


H 


H 


1 


51 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 CH 2 (NH)C 


H 


H 


1 


52 


H 


H 


EtOOC-MS 


3-CH3 


H 


Ph(NH)C 


H 


H 


1 


JO 


u 
n 


u 
n 








OWN 


n 


u 
n 


1 
1 


54 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 5 H 8 N 


H 


H 


1 


55 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 6 H 10 N . 


H 


H 


1 


56 


H 


H 


EtOOC-MS 


3-CH3 


H 


C,H 6 NS 


H 


H 


1 


57 


H 


H 


EtOOC-MS 


H 


H 


CH 3 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



25 



58 


H 


H 


EtOOC-MS 


H 


H 


CH3CH2 


H 


H 


1 


59 


H 


H 


EtOOC-MS 


H 


H 


CH 3 (CH 3 )CH 


H 


H 


1 


60 


H 


H 


EtOOC-MS 


H 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


1 


61 


H 


H 


EtOOC-MS 


H 


H 


PhCH 2 


H 


H 


1 


62 


H 


H 


EtOOC-MS 


H 


H 


Ph(CH 2 ) 2 


H 


H 


1 


63 


H 


H 


EtOOC-MS 


H 


H 


Ph 


H 


H 


1 


64 


H 


H 


EtOOC-MS 


H 


H 


CH 3 OCOCH 2 


H 


H 


1 


65 


H 


H 


EtOOC-MS 


H 


H 


CH 3 CO 


H 


H 


1 


66 


H 


H 


EtOOC-MS 


H 


H 


H 2 NCO 


H 


H 


1 


67 


H 


H 


EtOOC-MS 


H 


H 


CH 3 S0 2 


H 


H 


1 


68 


H 


H 


EtOOC-MS 


H 


H 


2-Pyr 


H 


H 


1 


69 


H 


H 


EtOOC-MS 


H 


H 


3-Pyr 


H 


H 

• 


1 


70 


H 


H 


EtOOC-MS 


H 


H 


4-Pyr 


H 


H 


1 


71 


H 


H 


EtOOC-MS 


H 


H 


2-Pyrm 


H 


H 


1 


72 


H 


H 


EtOOC-MS 


H 


H 


Pyr-3-CH 2 


H 


H 


1 


73 


H 


H 


EtOOC-MS 


H 


H 


Pyr-4-CH 2 


H 


H 


1 


74 


H 


H 


EtOOC-MS 


H 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


1 


75 


H 


H 


EtOOC-MS 


H 


H 


cPn 


H 


H 


1 


76 


H 


H 


EtOOC-MS 


H 


H 


CH 3 


2-CH 3 


H 


1 


77 


H 


H 


EtOOC-MS 


H 


H 


-(CH 2 ) 3 -(5) 


- 


H 


1 


78 


H 


H 


EtOOC-MS 


H 


H 


H(NH)C 


H 


H 


1 


79 


H 


H 


EtOOC-MS 


H 


H 


CH 3 CH 2 (NH)C 


H 


H 


1 


80 


H 


H 


EtOOC-MS . 


H 


H 


Ph(NH)C 


H 


H 


1 


81 


H 


H 


EtOOC-MS 


H 


H 


C 4 H 6 N 


H 


H 


1 


82 


H 


H 


EtOOC-MS 


H 


H 


C 5 H 8 N 


H 


H 


1 


83 


H 


H 


EtOOC-MS 


H 


H 


C 6 H 10 N 


H 


H 


1 


84 


H 


H 


EtOOC-MS 


H 


H 


C 4 H 6 NS 


H 


H 


1 


85 


H 


H 


EtOOC-MS 


3-CF 3 


H 


CH 3 


H 


H 


1 


86 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH3CH2 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



26 



87 


H 


H 


EtOOC-MS 


3-CF 3 


H 


CH 3 (CH 3 )CH 


H 


H 


1 


88 


H 


H 


EtOOC-MS 


3-CF 3 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


1 


89 


H 


H 


EtOOC-MS 


3-CF 3 


H 


PhCH 2 


H 


H 


1 


90 


H 


H 


EtOOC-MS 


3-CF3 


H 


Ph(CH 2 ) 2 

* mt W ma 


H 


H 


1 


91 


H 


H 


EtOOC-MS 


3-CF3 


H 


Ph 


H 


H 


1 


92 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH 3 OCOCH 2 


H 


H 


1 


93 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH,CO 


H 


H 


1 


94 


H 


H 


EtOOC-MS 


3-CF3 


H 


H 2 NCO 


H 


H 


1 


95 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH 3 S0 2 


H 


H 


1 


96 


H 


H 


EtOOC-MS 


3-CF3 


H 


2-Pyr 


H 


H 


1 


97 


H 


H 


EtOOC-MS 


3-CF3 


H 


3-Pyr 


H 


H 


1 


98 


H 


H 


EtOOC-MS 


3-CF3 


H 


4-Pyr 


H 


H 


1 


99 


H 


H 


EtOOC-MS 


3-CF3 


H 


2-Pyrm 


H 


H 


1 


100 


H 


H 


EtOOC-MS 


3-CF3 


H 


Pyr-3-CH 2 


H 


H 


1 


101 


H 


H 


EtOOC-MS 


3-CF3 


H 


Pyr-4-CH 2 

tJ m\ 


H 


H 


1 


102 


H 


H 


EtOOC-MS 


3-CF3 


H 


Pyr-2-(CH 2 ) 2 

v 1 m\* mm 


H 


H 


1 


103 


H 


H 


EtOOC-MS 


3-CF3 


H 


cPn 


H 


H 


1 


104 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH 3 


2-CH3 


H 


1 


105 


H 


H 


EtOOC-MS 


3-CF3 


H 


-(CH 2 ) 3 -(5) 

1 mm J \J \ ¥ 




H 


1 


106 


H 


H 


EtOOC-MS 


3-CF3 


H 


H(NH)C 


H 


H 


1 


107 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH 3 CH 2 (NH)C 


H 


H 


1 


108 


H 


H 


EtOOC-MS 


3-CF3 


H 


Ph(NH)C 


H 


H 


1 


109 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 4 H 6 N 

• 


H 


H 


1 


110 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 5 H 8 N 


H 


H 


1 


111 

ill 


H 

X X 


H 

X X 


EtOOC-MS 


3-CF, 


H 




H 


H 

X X 


i 


112 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 4 H 6 NS 


H 


H 


1 


113 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 


H 


H 


1 


114 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 CH 2 


H 


H 


1 


115 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 (CH 3 )CH 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



27 



116 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH^fCHoloCHo 


H 


H 


1 


117 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


PhCH 2 


H 


H 


1 


118 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Ph(CH 2 ) 2 


H 


H 


1 

• 


119 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Ph 


H 


H 


1 


120 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH,OCOCH 2 


H 


H 


1 


121 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 CO 


H 


H 


1 


122 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


H 2 NCO 


H 


H 


1 


123 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH,SO, 


H 


H 


1 


124 


H 


H 


EtOOC-MS 


3-H,NCO 


H 


2-Pvr 


H 


H 


1 


125 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


3-Pyr 


H 


H 


1 


126 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


4-Pyr 


H 


H 


1 


127 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


2-Pyrm 


H 


H 


1 


128 


H 


H 


EtOOC-MS 


3-H,NCO 


H 


Pyr-3-CH, 


H 


H 


1 


129 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Pyr-4-CH 2 


H 


H 


1 


130 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Pyr-2-(CH,) 2 


H 


H 


1 


131 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


cPn 


H 


H 


1 


132 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH, 


2-CH 3 


H 


1 


133 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


-(CH 2 ) 3 -(5) 




H 


1 


134 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


H(NH)C 


H 


H 


1 


135 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH,CH 2 (NH)C 


H 


H 


1 


136 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Ph(NH)C 


H 


H 


1 


137 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


1 


138 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 5 H 8 N 


H 


H 


1 


139 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 6 H 10 N 


H 


H 


1 


1 4.H 


o 
n 


u 

n 






1 1 




XJ 
n 


u 
n 


i 
i 


141 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 


H 


H 


1 


142 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 CH 2 


H 


H 


1 


143 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 (CH 3 )CH 


H 


H 


1 


144 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



28 



145 


H 


H 


EtOOC-MS 


3-F 


H 


PhCH 2 


H 


H 


1 


146 


H 


H 


EtOOC-MS 


3-F 


H 


Ph(CH 2 ) 2 


H 


H 


1 


147 


H 


H 


EtOOC-MS 


3-F 


H 


Ph 


H 


H 


1 


148 


H 


H 


EtOOC-MS 


3-F 


H 


CH3OCOCH, 


H 


H 


1 


149 


H 


H 


EtOOC-MS 


3-F 


H 


CH,CO 


H 


H 


1 


150 


H 


H 


EtOOC-MS 


3-F 


H 


H 2 NCO 


H 


H 


1 


151 


H 


H 


EtOOC-MS 


3-F 


H 


CH,S0 2 


H 


H 


1 


152 


H 


H 


EtOOC-MS 


3-F 


H 


2-Pyr 


H 


H 


1 


153 


H 


H 


EtOOC-MS 


3-F 


H 


3-Pyr 


H 


H 


1 


154 


H 


H 


EtOOC-MS 


3-F 


H 


4-Pyr 


H 


H 


1 


155 


H 


H 


EtOOC-MS 


3-F 


H 


2-Pyrm 


H 


H 


1 


156 


H 


H 


EtOOC-MS 


3-F 


H 


Pyr-3-CH 2 


H 


H 


1 


157 


H 


H 


EtOOC-MS 


3-F 


H 


Pyr-4-CH 2 


H 


H 


1 


158 


H 


H 


EtOOC-MS 


3-F 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


1 


159 


H 


H 


EtOOC-MS 


3-F 


H 


cPn 


H 


H 


1 


160 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 


2-CH3 


H 


1 


161 


H 


H 


EtOOC-MS 


3-F 


H 


-(CH 2 ) 3 -(5) 




H 


1 


162 


H 


H 


EtOOC-MS 


3-F 


H 


H(NH)C 


H 


H 


1 


163 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 CH 2 (NH)C 


H 


H 


1 


164 


H 


H 


EtOOC-MS 


3-F 


H 


Ph(NH)C 

* * 


H 


H 


1 


165 


H 


H 


EtOOC-MS 


3-F 


H 


C 4 H 6 N 


H 


H 


1 


166 


H 


H 


EtOOC-MS 


3-F 


H 


C 5 H 8 N 


H 


H 


1 


167 


H 


H 


EtOOC-MS 


3-F 


H 


C 6 H 10 N 


H 


H 


1 


168 


H 


H 


EtOOC-MS 


3-F 


H 


C 4 H 6 NS 


H 


H 


1 


169 


H 


H 


EtOOC-MS 


3-C1 


H 


CH, 
\s± 13 


H 


H 


0 


170 


H 


H 


EtOOC-MS 


3-C1 


H 


Cri3CH 2 


H 


H 


0 


171 


H 


H 


EtOOC-MS 


3 -CI 


H 


CH 3 (CH 3 )CH 


H 


H 


0 


172 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


0 


173 


H 


H 


EtOOC-MS 


3-C1 


H 


PhCH 2 


H 


H 


0 



WO 02/081448 PCT/JP02/03355 

29 



174 


H 


H 


EtOOC-MS 


3-C1 


H 


Ph(CH 2 ) 2 


H 


H 


0 


175 


H 


H 


EtOOC-MS 


3-C1 


H 


Ph 


H 


H 


0 


176 


H 


H 


EtOOC-MS 


3-C1 


H 


CH3OCOCH, 


H 


H 


0 


177 


H 


H 


EtOOC-MS 


3-C1 


H 


CH,CO 


H 


H 


0 


178 


H 


H 


EtOOC-MS 


3-C1 


H 


H 2 NCO 


H 


H 


0 


179 


H 


H 


EtOOC-MS 


3-C1 


H 


CH3SO, 


H 


H 


0 


180 


H 


H 


EtOOC-MS 


3-C1 


H 


2-Pyr 


H 


H 


0 


181 


H 


H 


EtOOC-MS 


3-C1 


H 


3-Pyr 


H 


H 


0 


182 


H 


H 


EtOOC-MS 


3-C1 


H 


4-Pyr 

•J 


H 


H 


0 


183 


H 


H 


EtOOC-MS 


3-C1 


H 


2-Pyrm 


H 


H 


0 


184 


H 


H 


EtOOC-MS 


3-C1 


H 


Pyr-3-CH 2 


H 


H 


0 


185 


H 


H 


EtOOC-MS 


3-C1 


H 


Pyr-4-CH 2 


H 


H 


0 


186 


H 


H 


EtOOC-MS 


3-C1 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


0 


187 


H 


H 


EtOOC-MS 


3-C1 


H 


cPn 


H 


H 


0 


188 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 


2-CH 3 


H 


0 


189 


H 


H 


EtOOC-MS 


3-C1 


H 


-(CH 2 ) 3 -(5) 




H 


0 


190 


H 


H 


EtOOC-MS 


3-C1 


H 


H(NH)C 


H 


H 


0 


191 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 CH 2 (NH)C 


H 


H 


0 


192 


H 


H 


EtOOC-MS 


3-C1 


H 


Ph(NH)C 


H 


H 


0 


193 


H 


H 


EtOOC-MS 


3-C1 


H 


C 4 H 6 N 


H 


H 


0 


194 


H 


H 


EtOOC-MS 


3-C1 


H 


C 5 H 8 N 


H 


H 


0 


195 


H 


H 


EtOOC-MS 


3-C1 


H 


C 6 H 10 N 


H 


H 


0 


196 


H 


H 


EtOOC-MS 


3-C1 


H 


C 4 H 6 NS 


H 


H 


0 


197 


H 


H 


EtOOC-MS 


3-CH 3 


H 


CH 3 


H 


H 


0 




H 

X X 


H 

X X 


EtOOC-MS 


3-CH, 

\J ' X X ^ 


H 

X X 




H 

X X 


H 

X X 




199 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 (CH 3 )CH 


H 


H 


0 


200 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


0 


201 


H 


H 


EtOOC-MS 


3-CH3 


H 


PhCH 2 


H 


H 


0 


202 


H 


H 


EtOOC-MS 


3-CH3 


H 


Ph(CH 2 ) 2 


H 


H 


0 



WO 02/081448 



PCT/JP02/03355 



30 



203 


H 


H 


EtOOC-MS 


3-CH 3 


H 


Ph 


H 


H 


0 


204 


H 


H 


EtOOC-MS 


3-CH, 


H 


CH 3 OCOCH 2 


H 


H 


0 


205 


H 


H 


EtOOC-MS 


3-CH, 


H 


CH3CO 


H 


H 


0 


206 


H 


H 


EtOOC-MS 


3-CH3 


H 


H 2 NCO 


H 


H 


0 


207 


H 


H 


EtOOC-MS 


3-CH-i 


H 


CH3SO0 


H 


H 


0 


208 


H 


H 


EtOOC-MS 


3-CH3 


H 


2-Pyr 


H 


H 


0 


209 


H 


H 


EtOOC-MS 


3-CH3 

*> 


H 


3-Pyr 


H 


H 


0 


210 


H 


H 


EtOOC-MS 


3-CH3 


H 


4-Pyr 


H 


H 


0 


211 


H 


H 


EtOOC-MS 


3-CH3 


H 


2-Pyrm 


H 


H 


0 


212 


H 


H 


EtOOC-MS 


3-CH3 


H 


Pyr-3-CH 2 


H 


H 


0 


213 


H 


H 


EtOOC-MS 


3-CH3 


H 


Pyr-4-CH 2 


H 


H 


0 


214 


H 


H 


EtOOC-MS 


3-CH3 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


0 


215 


H 


H 


EtOOC-MS 


3-CH3 


H 


cPn 


H 


H 


0 


216 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 


2-CH3 


H 


0 


217 


H 


H 


EtOOC-MS 


3-CH3 


H 


-(CH 2 ) 3 -(5) 




H 


0 


218 


H 


H 


EtOOC-MS 


3-CH3 


H 


H(NH)C 


H 


H 


0 


219 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 CH 2 (NH)C 


H 


H 


0 


220 


H 


H 


EtOOC-MS 


3-CH3 


H 


Ph(NH)C 


H 


H 


0 


221 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 4 H 6 N 


H 


H 


0 


222 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 5 H 8 N 


H 


H 


0 


223 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 6 H 10 N 


H 


H 


0 


224 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 4 H 6 NS 


H 


H 


0 


225 


H 


H 


EtOOC-MS 


H 


H 


CH 3 


H 


H 


0 


226 


H 


H 


EtOOC-MS 


H 


H 


Crl3CH 2 


H 


H 


0 


22 / 


T_T 

n. 


TT 

ri 


Ej \\J\J \s - lvl o 


u 
n 


u 
n 


PH ICH \CH 




H 

n 


ft 


228 


H 


H 


EtOOC-MS 


H 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


0 


229 


H 


H 


EtOOC-MS 


H 


H 


PhCH 2 


H 


H 


0 


230 


H 


H 


EtOOC-MS 


H 


H 


Ph(CH 2 ) 2 


H 


H 


0 


231 


H 


H 


EtOOC-MS 


H 


H 


Ph 


H 


H 


0 



WO 02/081448 



PCT/JP02/03355 



31 



232 


H 


H 


EtOOC-MS 


H 


H 


CH 3 OCOCH 2 


233 


H 


H 


EtOOC-MS 


H 


H 


CH3CO 


234 


H 


H 


EtOOC-MS 


H 


H 


H 2 NCO 


235 


H 


H 


EtOOC-MS 


H 


H 


CH,S0 2 


236 


H 


H 


EtOOC-MS 


H 


H 


2-Pyr 


237 


H 


H 


EtOOC-MS 


H 


H 


3-Pyr 


238 


H 


H 


EtOOC-MS 


H 


H 


4-Pyr 


239 


H 


H 


EtOOC-MS 


H 


H 


2-Pvrm 


240 


H 


H 


EtOOC-MS 


H 


H 


Pvr-3-CHo 


241 


H 


H 


EtOOC-MS 


H 


H 


Pyr-4-CH, 


242 


H 


H 


EtOOC-MS 


H 


H 


Pyr-2-(CH,) 2 


243 


H 


H 


EtOOC-MS 


H 


H 


cPn 


244 


H 


H 


EtOOC-MS 


H 


H 


CH, 


245 


H 


H 


EtOOC-MS 


H 


H 




246 


H 


H 


EtOOC-MS 


H 


H 


H(NH)C 


247 


H 


H 


EtOOC-MS 


H 


H 


CHoCH 0 (NH)C 


248 


H 


H 


EtOOC-MS 


H 


H 


Ph(NH)C 


249 


H 


H 


EtOOC-MS 


H 


H 


C 4 H 6 N 


250 


H 


H 


EtOOC-MS 


H 


H 


C S H 8 N 


251 


H 


H 


EtOOC-MS 


H 


H 


C 6 H I0 N 


252 


H 


H 


EtOOC-MS 


H 


H 


C 4 H 6 NS 


253 


H 


H 


EtOOC-MS 


3-CF 3 


H 


CH 3 


254 


H 


H 


EtOOC-MS 


3-CF, 


H 




255 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH 3 (CH 3 )CH 




n 


H 






u 
0 


PT4 /PH 1 PT-T 

^n 3 ^n 2 j 2 ^n 2 


257 


H 


H 


EtOOC-MS 


3-CF3 


H 


PhCH 2 


258 


H 


H 


EtOOC-MS 


3-CF3 


H 


Ph(CH 2 ) 2 


259 


H 


H 


EtOOC-MS 


3-CF3 


H 


Ph 


260 


H 


H 


EtOOC-MS 


3-CF 3 


H 


CH 3 OCOCH 2 



H 
H 
H 
H 
H 
H 
H 
H 
H 
H 
H 
H 

2-CH3 



H 
H 
H 
H 
H 
H 
H 
H 
H 
H 
H 
H 
H 
H 
H 



H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 



0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 



WO 02/081448 



PCT/JP02/03355 



32 



261 


H 


H 


EtOOC-MS 


3-CF 3 


H 


CH3CO 


H 


H 


0 


262 


H 


H 


EtOOC-MS 


3-CF3 


H 


H 2 NCO 


H 


H 


0 


263 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH 3 S0 2 


H 


H 


0 


264 


H 


H 


EtOOC-MS 


3-CF3 


H 


2-Pyr 


H 


H 


0 


265 


H 


H 


EtOOC-MS 


3-CF3 


H 


3-Pyr 


H 


H 


0 


266 


H 


H 


EtOOC-MS 


3-CF3 


H 


4-Pyr 


H 


H 


0 


267 


H 


H 


EtOOC-MS 


3-CF3 


H 


2-Pyrm 


H 


H 


0 


268 


H 


H 


EtOOC-MS 


3-CF3 


H 


Pyr-3-CH 2 


H 


H 


0 


269 


H 


H 


EtOOC-MS 


3-CF3 


H 


Pyr-4-CH 2 


H 


H 


0 


270 


H 


H 


EtOOC-MS 


3-CF3 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


0 


271 


H 


H 


EtOOC-MS 


3-CF3 


H 


cPn 


H 


• 

H 


0 


272 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH 3 


2-CH3 


H 


0 


273 


H 


H 


EtOOC-MS 


3-CF3 


H 


-(CH 2 ) 3 -(5) 




H 


0 


274 


H 


H 


EtOOC-MS 


3-CF3 


H 


H(NH)C 


H 


H 


0 


275 


H 


H 


EtOOC-MS 


3-CF 3 


H 


CH 3 CH 2 (NH)C 


H 


H 


0 


276 


H 


H 


EtOOC-MS 


3-CF3 


H 


Ph(NH)C 


H 


H 


0 


277 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 4 H 6 N 


H 


H 


0 


278 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 5 H 8 N 


H 


H 


0 


279 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 6 H 10 N 


H 


H 


0 


280 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 4 H 6 NS 


H 


H 


0 


281 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 


H 


H 


0 


282 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH3CH2 


H 


H 


0 


283 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 (CH 3 )CH 


H 


H 


0 


284 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


0 


285 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


PhCHo 


H 


H 


0 


286 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Ph(CH 2 ) 2 


H 


H 


0 


287 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Ph 


H 


H 


0 


288 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 OCOCH 2 


H 


H 


0 


289 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH3CO 


H 


H 


0 



WO 02/081448 



PCT/JP02/03355 



33 



290 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


H 2 NCO 


H 


H 


0 


291 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 S0 2 


H 


H 


0 


292 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


2-Pyr 


H 


H 


0 


293 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


3-Pyr 


H 


H 


0 


294 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


4-Pyr 


H 


H 


0 


295 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


2-Pyrm 


H 


H 


0 


296 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Pyr-3-CH 2 


H 


H 


0 


297 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Pyr-4-CH 2 


H 


H 


0 


298 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


0 


299 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


cPn 


H 


H 


0 


300 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 


2-CH 3 


H 


0 


301 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


-(CH 2 ) 3 -(5) 




H 


0 


302 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


H(NH)C 


H 


H 


0 


303 


H 


H 


EtbOC-MS 


3-H 2 NCO 


H 


CH,CH 2 (NH)C 


H 


H 


0 


304 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Ph(NH)C 


H 


H 


0 


305 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 


306 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 5 H 8 N 


H 


H 


0 


307 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 6 H 10 N 


H 


H 


0 


308 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 4 H 6 NS 


H 


H 


0 


309 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 


H 


H 


0 


310 


H 


H 


EtOOC-MS 


3-F 


H 


CH3CH2 


H 


H 


0 


311 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 (CH 3 )CH 


H 


H 


0 


312 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 (CH2) 2 CH 2 


H 


H 


0 


313 


H 


H 


EtOOC-MS 


3-F 


H 


PhCH 2 


H 


H 


0 


314 


H 

X X 


H 

X ± 


EtOOC-MS 


3-F 


H 

X X 




H 

X X 


H 

X X 


0 


315 


H 


H 


EtOOC-MS 


3-F 


H 


Ph 


H 


H 


0 


316 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 OCOCH 2 


H 


H 


0 


317 


H 


H 


EtOOC-MS 


3-F. 


H 


CH 3 CO 


H 


H 


0 


318 


H 


H 


EtOOC-MS 


3-F 


H 


H 2 NCO 


H 


H 


0 



WO 02/081448 



PCT/JP02/03355 



34 



319 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 S0 2 


H 


H 


0 


320 


H 


H 


EtOOC-MS 


3-F 


H 


2-Pyr 


H 


H 


0 


321 


H 


H 


EtOOC-MS 


3-F 


H 


3-Pyr 


H 


H 


0 


322 


H 


H 


EtOOC-MS 


3-F 


H 


4-Pyr 


H 


H 


0 


323 


H 


H 


EtOOC-MS 


3-F 


H 


2-Pyrm 


H 


H 


0 


324 


H 


H 


EtOOC-MS 


3-F 


H 


Pyr-3-CH 2 


H 


H 


0 


325 


H 


H 


EtOOC-MS 


3-F 


H 


Pyr-4-CH 2 


H 


H 


0 


326 


H 


H 


EtOOC-MS 


3-F 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


0 


327 


H 


H 


EtOOC-MS 


3-F 


H 


cPn 


H 


H 


0 


328 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 


2-CH 3 


H 


0 


329 


H 


H 


EtOOC-MS 


3-F 


H 


-(CH 2 ) 3 -(5) 




H 


0 


330 


H 


H 


EtOOC-MS 


3-F 


H 


H(NH)C 


H 


H 


0 


331 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 CH 2 (NH)C 


H 


H 


0 


332 


H 


H 


EtOOC-MS 


3-F 


H 


Ph(NH)C 


H 


H 


0 


333 


H 


H 


EtOOC-MS 


3-F 


H 


C 4 H 6 N 


H 


H 


0 


334 


H 


H 


EtOOC-MS 


3-F 


H 


C 5 H 8 N 


H 


H 


0 


335 


H 


H 


EtOOC-MS 


3-F 


H 


C 6 H 10 N 


H 


H 


0 


336 


H 


H 


EtOOC-MS 


3-F 


H 


C 4 H 6 NS 


H 


H 


0 


337 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 


H 


H 


2 


338 


H 


H 


EtOOC-MS 


3-C1 


H 


CH3CH2 


H 


H 


2 


339 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 (CH 3 )CH 


H 


H 


2 


340 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


2 


341 


H 


H 


EtOOC-MS 


3-C1 


H 


PhCH 2 


H 


H 


2 


342 


H 


H 


EtOOC-MS 


3-C1 


H 


Ph(CH 2 ) 2 


H 


H 


2 


343 


H 


H 


EtOOC-MS 


3-C1 


H 


Ph 


H 


H 


2 


344 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 OCOCH 2 


H 


H 


2 


345 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 CO 


H 


H 


2 


346 


H 


H 


EtOOC-MS 


3-C1 


H 


H 2 NCO 


H 


H 


2 


347 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 S0 2 


H 


H 


2 



WO 02/081448 



PCT/JP02/03355 



35 



348 


H 


H 


EtOOC-MS 


3-C1 


H 


2-Pyr 


H 


H 


2 


349 


H 


H 


EtOOC-MS 


3-C1 


H 


3-Pyr 


H 


H 


2 


350 


H 


H 


EtOOC-MS 


3-C1 


H 


4-Pyr 


H 


H 


2 


351 


H 


H 


EtOOC-MS 


3-C1 


H 


2-Pyrm 


H 


H 


2 


352 


H 


H 


EtOOC-MS 


3-C1 


H 


Pyr-3-CH 2 


H 


H 


2 


353 


H 


H 


EtOOC-MS 


3-C1 


H 


Pyr-4-CH 2 


H 


H 


2 


354 


H 


H 


EtOOC-MS 


3-C1 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


2 


355 


H 


H 


EtOOC-MS 


3-C1 


H 


cPn 


H 


H 


2 


356 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 


2-CH3 


H 


2 


357 


H 


H 


EtOOC-MS 


3-C1 


H 


-(CH 2 ) 3 -(5) 




H 


2 


358 


H 


H 


EtOOC-MS 


3-C1 


H 


H(NH)C 


H 


H 


2 


359 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 CH 2 (NH)C 


H 


H 


2 


360 


H 


H 


EtOOC-MS 


3-C1 


H 


Ph(NH)C 


H 


' H 


2 


361 


H 


H 


EtOOC-MS 


3-C1 


H 


C 4 H 6 N 


H 


H 


2 


362 


H 


H 


EtOOC-MS 


3-C1 


H 


CgHoN 


H 


H 


2 


363 


H 


H 


EtOOC-MS 


3-C1 


H 


C 6 H 10 N 


H 


H 


2 


364 


H 


H 


EtOOC-MS 


3-C1 


H 


C 4 H 6 NS 


H 


H 


2 


365 


H 


H 


EtOOC-MS 


3-CH 3 


H 


CH 3 


H 


H 


2 


366 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH3CH2 


H 


H 


2 


367 


H 


H 


EtOOC-MS 


3-CH 3 


H 


CH 3 (CH 3 )CH 


H 


H 


2 


368 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


2 


369 


H 


H 


EtOOC-MS 


3-CH3 


H 


PhCH 2 


H 


H 


2 


370 


H 


H 


EtOOC-MS 


3-CH3 


H 


Ph(CH 2 ) 2 


H 


H 


2 


371 


H 


H 


EtOOC-MS 


3-CH3 


H 


Ph 


H 


H 


2 


372 


H 


H 


EtOOC-MS 


3-CH, 


H 


CH,OCOCHo 


H 


H 


2 


373 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 CO 


H 


H 


2 


374 


H 


H 


EtOOC-MS 


3-CH3 


H 


H 2 NCO 


H 


H 


2 


375 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 S0 2 


H 


H 


2 


376 


H 


H 


EtOOC-MS 


3-CH3 


H 


2-Pyr 


H 


H 


2 



PCT/JP02/03355 

36 



377 


H 


H 


EtOOC-MS 


3-CH 3 


H 


3-Pyr 


H 


H 


2 


378 


H 


H 


EtOOC-MS 


3-CH3 


H 


4-Pyr 


H 


H 


2 


379 


H 


H 


EtOOC-MS 


3-CH3 


H 


2-Pyrm 


H 


H 


2 


380 


H 


H 


EtOOC-MS 


3-CH3 


H 


Pyr-3-CH 2 


H 


H 


2 


381 


H 


H 


EtOOC-MS 


3-CH 3 


H 


Pyr-4-CH 2 


H 


H 


2 


382 


H 


H 


EtOOC-MS 


3-CH3 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


2 


383 


H 


H 


EtOOC-MS 


3-CH3 


H 


cPn 


H 


H 


2 


384 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 


2-CH 3 


H 


2 


385 


H 


H 


EtOOC-MS 


3-CH3 


H 


-(CH 2 ) 3 -(5) 




H 


2 


386 


H 


H 


EtOOC-MS 


3-CH3 


H 


H(NH)C 


H 


H 


2 


387 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 CH 2 (NH)C 


H 


H 


2 


388 


H 


H 


EtOOC-MS 


3-CH3 


H 


Ph(NH)C 


H 


H 


2 


389 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 4 H 6 N 


H 


H 


2 


390 


H 


H 


EtOOC-MS 


3-CH3 


H 


C S H 8 N 


H 


H 


2 


391 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 6 H 10 N 


H 


H 


2 


392 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 4 H 6 NS 


H 


H 


2 


393 


H 


H 


EtOOC-MS 


H 


H 


CH 3 


H 


H 


2 


394 


H 


H 


EtOOC-MS 


H 

• 


H 


CH3CH2 


H 


H 


2 


395 


H 


H 


EtOOC-MS 


H 


H 


CH 3 (CH 3 )CH 


H 


H 


2 


396 


H 


H 


EtOOC-MS 


H 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


2 


397 


H 


H 


EtOOC-MS 


H 


H 


PhCH 2 


H 


H 


2 


398 


H 


H 


EtOOC-MS 


H 


H 


Ph(CH 2 ) 2 


H . 


H 


2 


399 


H 


H 


EtOOC-MS 


H 


H 


Ph 


H 


H 


2 


400 


H 


H 


EtOOC-MS 


H 


H 


CH 3 OCOCH 2 


H 


H 


2 


401 


H 


H 


EtOOC-MS 


H 


H 


CHXO 


H 


H 


2 


402 


H 


H 


EtOOC-MS 


H 


H 


H 2 NCO 


H 


H 


2 


403 


H 


H 


EtOOC-MS 


H 


H 


CH 3 S0 2 


H 


H 


2 


404 


H 


H 


EtOOC-MS 


H 


H 


2-Pyr 


H 


H 


2 


405 


H 


H 


EtOOC-MS 


H 


H 


3-Pyr 


H 


H 


2 



WO 02/081448 



PCT/JP02/03355 



37 



406 


H 


H 


EtOOC-MS 


H 


H 


4-Pyr 


H 


H 


2 


407 


H 


H 


EtOOC-MS 


H 


H 


2-Pyrm 


H 


H 


2 


408 


H 


H 


EtOOC-MS 


H 


H 


Pyr-3-CH 2 


H 


H 


2 


409 


H 


H 


EtOOC-MS 


H 


H 


Pyr-4-CH 2 


H 


H 


2 


410 


H 


H 


EtOOC-MS 


H 


H 


Pyr-2-(CH 2 ), 


H 


H 


2 


411 


H 


H 


EtOOC-MS 


H 


H 


cPn 


H 


H 

A A 


2 


412 


H 


H 


EtOOC-MS 


H 


H 


CH, 


2-CH, 


H 

A A 


2 


413 


H 

A A 


H 

A A 


EtOOC-MS 


H 


H 

A> A 






H 


2 


414 


H 

a a 


H 

A A 


EtOOC-MS 


H 

a a 


H 


H(NH)C 

A A 1 A F A. A ■ 


H 

A A 


H 


2 


415 


H 


H 

a •* 


EtOOC-MS 

A*W I* ^W A W * ' 


H 


H 

A -4- 


CHoCHofNH)C 

A A *3 V/4 in 11 v A A I 


H 


H 


2 


416 


H 


H 


EtOOC-MS 


H 


H 

* * 


Ph(NH)C 


H 

A A 


H 


2 


417 


H 


H 


EtOOC-MS 


H 

A A 


H 




H 

A A 


H 

As JL 


2 

AW 


418 


H 

•* * 


H 


EtOOC-MS 


H 


H 


C J-LN 


H 

A A 


H 

A A 


2 

AW 


419 


H 


H 


EtOOC-MS 


H 


H 


C fi H in N 

1U 


H 


H 


2 


420 


H 


H 


EtOOC-MS 


H 


H 


C 4 H fi NS 

^^^^ ^» ^^^^i - ^ ^^^^ 


H 


H 


2 


421 


H 


H 


EtOOC-MS 


3-CF, 


H 

* * 


CH, 


H 

A A 


H 

A A 


2 

AW 


422 


H 


H 


EtOOC-MS 


3-CF, 


H 




H 


H 


2 


423 


H 


H 


EtOOC-MS 


3-CF. 


H 


CHJCHJCH 

3\ 3/ 


H 


H 

A A 


2 


424 


H 


H 


EtOOC-MS 


3-CF, 


H 


O ItU ( O On 1 0 O ri 0 

* O \ zi z z 


H 


H 


2 


425 


H 


H 


EtOOC-MS 


3-CF, 


H 


PhCH 2 

A* 


H 


H 


2 


426 


H 


H 


EtOOC-MS 


3-CF, 


H 


Ph(CH 2 ) 2 


H 


H 


2 


427 


H 


H 


EtOOC-MS 


3-CF, 


H 


Ph 


H 


H 


2 


428 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH3OCOCH, 


H 


H 


2 


429 


H 


H 


EtOOC-MS 


3-CF, 


H 


CH3CO 


H 


H 


2 




T-T 
IT 


XT 




o-v^r 3 


n 




n 


LJ 

n 


0 


431 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH 3 S0 2 


H 


H 


2 


432 


H 


H 


EtOOC-MS 


3-CF 3 


H 


2-Pyr 


H 


H 


2 


433 


H 


H 


EtOOC-MS 


3-CF 3 


H 


3-Pyr 


H 


H 


2 


434 


H 


H 


EtOOC-MS 


3-CF3 


H 


4-Pyr 


H 


H 


2 



WO 02/081448 PCT/JP02/03355 

38 



435 


H 


H 


EtOOC-MS 


3-CF 3 


H 


2-Pyrm 


H 


H 


2 


436 


H 


H 


EtOOC-MS 


3-CF, 


H 


Pyr-3-CH 2 


H 


H 


2 


437 


H 


H 


EtOOC-MS 


3-CF3 


H 


Pyr-4-CH 2 


H 


H 


2 


438 


H 


H 


EtOOC-MS 


3-CF, 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


2 


439 


H 


H 


EtOOC-MS 


3-CF, 

0 


H 


cPn 


H 


H 


2 


440 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH 3 


2-CH3 


H 


2 


441 


H 


H 


EtOOC-MS 


3-CFo 


H 


-(CH,),-(5) 




H 


2 


442 


H 


H 


EtOOC-MS 


3-CF, 


H 


H(NH)C 


H 


H 


2 


443 


H 


H 


EtOOC-MS 


3-CF, 

w * 3 


H 


CH,CH,(NH)C 


H 


H 


2 


444 

■ ■ ■ 


H 


H 


EtOOC-MS 


3-CF, 


H 


Ph(NH)C 


H 


H 


2 


445 


H 


H 


EtOOC-MS 


3-CF, 


H 


C 4 H 6 N 


H 


H 


2 


446 


H 


H 


EtOOC-MS 


3-CF, 
* 3 


H 


CsH H N 


H 


H 


2 


447 


H 


H 


EtOOC-MS 


3-CF 3 


H 


C 6 H 10 N 


H 


H 


2 


448 


H 


H 


EtOOC-MS 


3-CF, 


H 


C 4 H 6 NS 


H 


H 


2 


449 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH, 


H 


H 


2 


450 


H 


H 


EtOOC-MS 


3-H 9 NCO 


H 


CH0CH0 


H 


H 


2 


451 


H 


H 


EtOOC-MS 


3-H,NCO 


H 


CH 3 (CH 3 )CH 


H 


H 


2 


452 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C ( C- Ho ) oC ri 0 

0 V z/ Z Z 


H 


H 


2 


453 


H 


H 


EtOOC-MS 


3-H 2 NCO 

*> 


H 


PhCH 2 


H 


H 


2 


454 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Ph(CH 2 ) 2 

\ z/ z 


H 


H 


2 


455 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Ph 


H 


H 


2 


456 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 OCOCH 2 


H 


H 


2 


457 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH3CO 


H • 


H 


2 


458 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


H 2 NCO 


H 


H 


2 




n 


±1 


Cv Lv»^ 1V1 0 




u 
n 




u 
n 


x 1 


9 


460 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


2-Pyr 


H 


H 


2 


461 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


3-Pyr 


H 


H 


2 


462 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


4-Pyr 


H 


H 


2 


463 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


2-Pyrm 


H 


H 


2 



WO 02/081448 



PCT/JP02/03355 



39 



464 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Pyr-3-CH 2 


H 


H 


2 


465 


H 


H 


EtOOC-MS 


3-H 2 NC0 


H 


Pyr-4-CH, 


H 


H 


2 


466 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


Pyr-2-(CH 2 ), 


H 


H 


2 


467 


H 


H 


EtOOC-MS 


3-H,NCO 


H 


cPn 


H 


H 

X X 


2 


468 


H 

X X 


H 

X X 


EtOOC-MS 


3-HoNCO 


H 

X X 


CH, 

■v-»x xg 


2-CH, 


H 

X X 


2 


469 


H 


H 

X X 


EtOOC-MS 


3-HoNCO 


H 

1 X 






H 

X X 


9 


470 


H 

X X 


H 

X A 


EtOOC-MS 


3-FLNCO 


H 

X X 


HfNHIC 

X X 11 1111 


H 

X X 


H 

1 X 


9 


471 


H 

x X 


H 

X X 


EtOOC-MS 


3-I-LNCO 


H 

X X 


CH,CHofNH,C 

V«SX 11V1 1QI 1 ' 1 1/V/ 


H 

X X 


H 

X X 


2 


472 


H 

1 X 


H 

X X 


EtOOC-MS 


3-HoNCO 


H 

X X 


PhfNHiC 

X illlllll V 


H 

X X 


H 

X X 


2 


473 


H 

X X 


H 

X X 


EtOOC-MS 


3-HoNCO 


H 

1 X 


C.H.N 


H 

X X 


H 

X X 


2 


474 


H 

X A 


H 

X X 


EtOOC-MS 

ULv/W At X 


3-HoNCO 


H 

X X 




H 

X X 


H 

X X 


2 


475 


H 

X X 


H 

X X 


EtOOC-MS 


3-HoNCO 


H 

X X 


6 10 


H 

X X 


H 

X X 


2 


476 


H 

X X 


H 

X X 


EtOOC-MS 


3-HoNCO 


H 

X X 


CI-LNS 

i Ik' ' 


H 

X X 


H 

X X 


2 


477 


H 

X X 


H 

X X 


EtOOC-MS 


3-F 

\— ' X 


H 

X X 


v^x X3 


H 

X X 


H 

X X 


2 


478 


H 

x x 


H 

X X 


EtOOC-MS 


3-F 


H 

X X 


v ^ H 1 v . 1 1 

1 lj X X 0 


H 

X X 


H 

X X 


2 


479 


H 

X X 


H 

x x 


EtOOC-MS 


3-F 


H 

1 X 


CHJCH*,CH 

V— ' X IOI VI 11 1 >— ' J. X 


H 

X X 


H 

X X 


2 


480 


H 

X X 


H 

X X 


EtOOC-MS 


3-F 


H 

X X 


vx 13^ v^x *2/2 v ^ A 2 


H 

X X 


H 

X X 


2 


481 


H 


H 

X X 


EtOOC-MS 


3-F 

\j x 


H 


PhCHo 

X XX X X 


H 

* X 


H 


2 


482 


H 


H 


EtOOC-MS 


3-F 


H 


Ph(CHo)o 


H 


H 


2 


483 


H 


H 


EtOOC-MS 


3-F 


H 


Ph 


H 


H 


2 


484 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 0C0CH, 


H 


H 


2 


485 


H 


H 


EtOOC-MS 


3-F 


H 


CH,CO 


H 


H 


2 


486 


H 


H 


EtOOC-MS 


3-F 


H 


H 2 NCO 


H 


H 


2 


487 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 SO, 


H 


H 


2 




n 


TI 

n 




Q IT" 

o-r 


ri 


O "Or r»- 

Z-ryY 


IJ 

n 


n 


0 


489 


H 


H 


EtOOC-MS 


3-F 


H 


3-Pyr 


H 


H 


2 


490 


H 


H 


EtOOC-MS 


3-F 


H 


4-Pyr 


H 


H 


2 


491 


H 


H 


EtOOC-MS 


3-F 


H 


2-Pyrm 


H 


H 


2 


492 


H 


H 


EtOOC-MS 


3-F 


H 


Pyr-3-CH 2 


H 


H 


2 



WO 02/081448 



PCT/JP02/03355 



40 



493 


H 


H 


EtOOC-MS 


3-F 


H 


Pyr-4-CH 2 


H 


H 


2 


494 


H 


H 


EtOOC-MS 


3-F 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


2 


495 


H 


H 


EtOOC-MS 


3-F 


H 


cPn 


H 


H 


2 


496 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 


2-CH 3 


H 


2 


497 


H 


H 


EtOOC-MS 


3-F 


H 


-(CH 2 ) 3 -(5) 




H 


2 


498 


H 


H 


EtOOC-MS 


3-F 


H 


H(NH)C 


H 


H 


2 


499 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 CH 2 (NH)C 


H 


H 


2 


500 


H 


H 


EtOOC-MS 


3-F 


H 


Ph(NH)C 


H 


H 


2 


501 


H 


H 


EtOOC-MS 


3-F 


H 


C 4 H 6 N 


H 


H 


2 


502 


H 


H 


EtOOC-MS 


3-F 


H 


C 5 HoN 


H 


H 


2 


503 


H 


H 


EtOOC-MS 


3-F 


H 


C 6 H l0 N 


H 


H 


2 


504 


H 


H 


EtOOC-MS 


3-F 


H 


C 4 H 6 NS 


H 


H 


2 


505 


H 


H 


HOOC-MS 


3-C1 


H 


CH 3 


H 


H 


1 


506 


H 


H 


HOOC-MS 


3-C1 


H 


CHqCHo 


H 


H 


1 


507 


H 


H 


HOOC-MS 


3-C1 


H 


CH 3 (CH 3 )CH 

O \ Of 


H 


H 


1 


508 


H 


H 


HOOC-MS 


3-C1 


H 


CH 3 (CHo)oCHo 


H 


H 


1 


509 


H 


H 


HOOC-MS 


3-C1 


H 


PhCH 2 


H 


H 


1 


510 


H 


H 


HOOC-MS 


3-C1 


H 


Ph(CH 2 ) 2 


H 


H 


1 


511 


H 


H 


HOOC-MS 


3-C1 


H 


Ph 


H 


H 


1 


512 


H 


H 


HOOC-MS 


3-C1 


H 


CH 3 OCOCH 2 


H 


H 


1 


513 


H 


H 


HOOC-MS 


3-C1 


H 


CH 3 CO 


H 


H 


1 


514 


H 


H 


HOOC-MS 


3-C1 


H 


H 2 NCO 


H 


H 


1 


515 


H 


H 


HOOC-MS 


3-C1 


H 


CH 3 SO a 


H 


H 


1 


516 


H 


H 


HOOC-MS 


3-C1 


H 


2-Pyr 


H 


H 


1 


517 


H 

X X 


H 

X X 


HOOC-MS 


3-C1 


H 


3-Pvr 

<s k J X 


H 

X X 


H 

1 X 


i 

-L 


518 


H 


H 


HOOC-MS 


3-C1 


H 


4-Pyr 


H 


H 


1 


519 


H 


H 


HOOC-MS 


3-C1 


H 


2-Pyrm 


H 


H 


1 


520 


H 


H 


HOOC-MS 


3-C1 


H 


Pyr-3-CH 2 


H 


H 


1 


521 


H 


H 


HOOC-MS 


3-Cl 


H 


Pyr-4-CH 2 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



41 



522 


H 


H 


HOOC-MS 


3-C1 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


1 


523 


H 


H 


HOOC-MS 


3-C1 


H 


cPn 


H 


H 


1 


524 


H 


H 


HOOC-MS 


3-C1 


H 


>> 


2-CH3 


H 


1 


525 


H 


H 


HOOC-MS 


3-C1 


H 


-(CH,),-(5) 




H 


1 


526 


H 


H 


HOOC-MS 


3 -CI 


H 


H(NH)C 


H 


H 


1 


527 


H 


H 


HOOC-MS 


3-C1 


H 


CH,CH,(NH)C 


H 


H 


1 


528 


H 


H 


HOOC-MS 


3-C1 


H 


Ph(NH)C 


H 


H 


1 


529 


H 


H 


HOOC-MS 


3-C1 


H 


C.H.N 


H 


H 


1 


530 


H 


H 


HOOC-MS 


3-C1 


H 


CcHoN 
5 0 


H 


H 


1 


531 


H 


H 


HOOC-MS 


3-C1 


H 


0 * 10* 1 


H 


H 


1 


532 


H 


H 


HOOC-MS 


3-C1 


H 


C 4 H fi NS 


H 


H 


1 


533 


H 


H 


HOOC-MS 


3-CH, 


H 




H 


H 


1 


534 


H 


H 


HOOC-MS 


3-CH 3 


H 


CH0CH0 


H 


H 


1 


535 


H 


H 


HOOC-MS 


3-CH, 


H 


CH,(CH,)CH 


H 


H 


1 


536 


H 


H 


HOOC-MS 


3-CH, 


H 


S\ 2/2 ^ 


H 


H 


1 


537 


H 


H 


HOOC-MS 


3-CH, 


H 


PhCH, 


H 


H 


1 


538 


H 


H 


HOOC-MS 


3-CH, 


H 


Ph(CHo), 


H 


H 


1 


539 


H 


H 


HOOC-MS 


3-CH, 


H 


Ph 


H 


H 


1 


540 


H 


H 


HOOC-MS 


3-CH, 


H 


CH,OCOCH 2 


H 


H 


1 


541 


H 


H 


HOOC-MS 


3-CH, 


H 


CH3CO 


H 


H 


1 


542 


H 


H 


HOOC-MS 


3-CH, 


H 


H 2 NCO 


H 


H 


1 


543 


H 


H 


HOOC-MS 


3-CH, 


H 


CH 3 S0 2 


H 


H 


1 


544 


H 


H 


HOOC-MS 


3-CH, 


H 


2-Pyr 


H 


H 


1 


545 


H 


H 


HOOC-MS 


3-CH, 


H 


3-Pyr 


H 


H 


1 




u 
1 1 


I L 


HDOf-MS 
n \S i vi o 


O'urij 


V 

n 


^ iry 1 


u 
n 


L 1 


1 

X 


547 


H 


H 


HOOC-MS 


3-ch 3 


H 


2-Pyrm 


H 


H 


1 


548 


H 


H 


HOOC-MS 


3-CH3 


H 


Pyr-3-CH 2 


H 


H 


1 


549 


H 


H 


HOOC-MS 


3-CH3 


H 


Pyr-4-CH 2 


H 


H 


1 


550 


H 


H 


HOOC-MS 


3-CH 3 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


1 



WO 02/081448 



551 


H 


H 


HOOC-MS 


552 


H 


H 


HOOC-MS 


553 


H 


H 


HOOC-MS 


554 


H 


H 


HOOC-MS 


555 


H 


H 


HOOC-MS 


556 


H 


H 


HOOC-MS 


557 


H 


H 


HOOC-MS 


558 


H 


H 


HOOC-MS 


559 


H 


H 


HOOC-MS 


560 


H 


H 


HOOC-MS 


561 


H 


H 


HOOC-MS 


562 


H 


H 


HOOC-MS 


563 


H 


H 


HOOC-MS 


564 


H 


H 


HOOC-MS 


565 


H 


H 


HOOC-MS 


566 


H 


H 


HOOC-MS 


567 


H 


H 


HOOC-MS 


568 


H 


H 


HOOC-MS 


569 


H 


H 


HOOC-MS 


570 


H 


H 


HOOC-MS 


571 


H 


H 


HOOC-MS 


572 


H 


H 


HOOC-MS 


573 


H 


H 


HOOC-MS 


574 


H 


H 


HOOC-MS 




n 


T_T 

n 


nUUL-iVlo 


576 


H 


H 


HOOC-MS 


577 


H 


H 


HOOC-MS 


578 


H 


H 


HOOC-MS 


579 


H 


H 


HOOC-MS 



PCT/JP02/03355 

42 



3-CH3 


H 


cPn 


H 


H 


1 


3-CH3 


H 


CH 3 


2-CH3 


H 


1 


3-CH3 


H 


-(CH 2 ) 3 -(5) 




H 


1 


3-CH3 


H 


H(NH)C 


H 


H 


1 


3-CH3 


H 


CH 3 CH,(NH)C 


H 


H 


1 


3-CH 3 


H 


Ph(NH)C 


H 


H 


1 


3-CH, 


H 


C 4 H fi N 


H 


H 

■A. M. 


1 


3-CH, 


H 


C,H a N 


H 


H 


1 


3-CH3 


H 


C 6 H 10 N 


H 


H 


1 


3-CH, 


H 


C 4 H 6 NS 


H 


H 


1 


H 


H 


CH, 


H 


H 


1 


H 


H 




H 


H 


1 


H 


H 


CH,(CH,)CH 


H 


H 


1 


H 


H 


n 0 1 C^rlo JoC^ Wo 


H 


H 


1 


H 


H 


PhCH, 

• 


H 


H 


1 


H 


H 


PhfCHX 


H 


H 


1 


H 


H 


Ph 


H 


H 


1 


H 


H 


CH3OCOCH, 


H 


H 


1 


H 


H 


CH3CO 


H 


H 


1 


H 


H 


H 2 NCO 


H 


H 


1 


H 


H 


CH3SO, 


H 


H 


1 


H 


H 


2-Pyr 


H 


H 


1 


H 


H 


3-Pyr 


H 


H 


1 


H 


H 


4-Pyr 


H 


H 


1 


T T 

rl 


T T 

H 


z-Pyrm 


T T 

H 


T T 

H 


1 


H 


H 


Pyr-3-CH 2 


H 


H 


1 


H 


H 


Pyr-4-CH 2 


H 


H 


1 


H 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


1 


H 


H 


cPn 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



43 



580 


H 


H 


HOOC-MS 


H 


H 


CH 3 


2-CH3 


H 


1 


581 


H 


H 


HOOC-MS 


H 


H 


-(CH 2 ) 3 -(5) 




H 


1 


582 


H 


H 


HOOC-MS 


H 


H 


H(NH)C 


H 


H 


1 


583 


H 


H 


HOOC-MS 


H 


H 


CH 3 CH 2 (NH)C 


H 


H 


1 


584 


H 


H 


HOOC-MS 


H 


H 


Ph(NH)C 


H 


H 


1 


585 


H 


H 


HOOC-MS 


H 


H 


C 4 H 6 N 


H 


H 


1 


586 


H 


H 


HOOC-MS 


H 


H 


C 5 H 8 N 


H 


H 


1 


587 


H 


H 


HOOC-MS 


H 


H 


C 6 H 10 N 


H 


H 


1 


588 


H 


H 


HOOC-MS 


H 


H 


C 4 H 6 NS 


H 


H 


1 


589 


H 


H 


HOOC-MS 


3-CF 3 


H 


CH 3 


H 


H 


1 


590 


H 


H 


HOOC-MS 


3-CF3 


H 


CH 3 CHo 


H 


H 


1 


591 


H 


H 


HOOC-MS 


3-CF3 


H 


CH 3 (CH 3 )CH 


H 


H 


1 


592 


H 


H 


HOOC-MS 


3-CF3 


H 


CHo(CHo)oCHo 


H 


H 


1 


593 


H 


H 


HOOC-MS 


3-CF3 


H 


PhCH, 

• 


H 


H 


1 


594 


H 


H 


HOOC-MS 


3-CF3 


H 


Ph(CH 2 ) 2 


H 


H 


1 


595 


H 


H 


HOOC-MS 


3-CF3 


H 


Ph 


H 


H 


1 


596 


H 


H 


HOOC-MS 


3-CF 3 


H 


CH 3 OCOCH 2 


H 


H 


1 


597 


H 


H 


HOOC-MS 


3-CF3 


H 


CH3CO 


H 


H 


1 


598 


H 


H 


HOOC-MS 


3-CF3 


H 


H 2 NCO 


H 


H 


1 


599 


H 


H 


HOOC-MS 


3-CF 3 


H 


CH 3 S0 2 


H 


H 


1 


600 


H 


H 


HOOC-MS 


3-CF3 


H 


2-Pyr 


H 


H 


1 


601 


H 


H 


HOOC-MS 


3-CF3 


H 


3-Pyr 


H 


H 


1 


602 


H 


H 


HOOC-MS 


3-CF3 


H 


4-Pyr 


H 


H 


1 


603 


H 


H 


HOOC-MS 


3-CF3 


H 


2-Pyrm 


H 


H 


1 


604 


H 

X X 


H 

X X 


HOOC-MS 


3-CF, 


H 

X X 


Pvr-3-CHo 


H 


H 

X X 


1 

X 


605 


H 


H 


HOOC-MS 


3-CF3 


H 


Pyr-4-CH 2 


H 


H 


1 


606 


H 


H 


HOOC-MS 


3-CF3 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


1 


607 


H 


H 


HOOC-MS 


3-CF3 


H 


cPn 


H 


H 


1 


608 


H 


H 


HOOC-MS 


3-CF, 


H 


CH 3 


2-CH3 


H 


1 



WO 02/081448 



PCT/JP02/03355 



44 



609 


H 


H 


HOOC-MS 


3-CF 3 


H 


-(CH 2 ) 3 -(5) 




H 


1 


610 


H 


H 


HOOC-MS 


3-CF3 


H 


H(NH)C 


H 


H 


1 


611 


H 


H 


HOOC-MS 


3-CF 3 


H 


CH 3 CH 2 (NH)C 


H 


H 


1 


612 


H 


H 


HOOC-MS 


3-CF3 


H 


Ph(NH)C 


H 


H 


1 


613 


H 


H 


HOOC-MS 


3-CF3 


H 


C,H 6 N 


H 


H 


1 


614 


H 


H 


HOOC-MS 


3-CF3 


H 


C 5 H 8 N 


H 


H 


1 


615 


H 


H 


HOOC-MS 


3-CF3 


H 


C 6 H 10 N 


H 


H 


1 


616 


H 


H 


HOOC-MS 


3-CF3 


H 


C 4 H 6 NS 


H 


H 


1 


617 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 


H 


H 


1 


618 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH3CH2 


H 


H 


1 


619 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 (CH 3 )CH 


H 


H 


1 


620 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


1 


621 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


PhCH 2 


H 


H 


1 


622 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Ph(CH 2 ) 2 


H 


H 


1 


623 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Ph 


H 


H 


1 


624 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 OCOCH 2 


H 


H 


1 


625 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH3CO 


H 


H 


1 


626 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


H 2 NCO 


H 


H 


1 


627 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 S0 2 


H 


H 


1 


628 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


2-Pyr 


H 


H 


1 


629 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


3-Pyr 


H 


H 


1 


630 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


4-Pyr 


H 


H 


1 


631 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


2-Pyrm 


H 


H 


1 


632 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Pyr-3-CH 2 


H 


H 


1 


633 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Pyr-4-CH 2 


H 


H 


1 


634 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


1 


635 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


cPn 


H 


H 


1 


636 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 


2-CH3 


H 


1 


.637 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


-(CH 2 ) 3 -(5) 




H 


1 



WO 02/081448 



PCT/JP02/03355 



45 



638 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


H(NH)C 


H 


H 


639 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 CH 2 (NH)C 


H 


H 


640 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Ph(NH)C 


H 


H 


641 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C«H 6 N 


H 


H 


642 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 5 H 8 N 


H 


H 


643 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 6 H )0 N 


H 


H 


644 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 4 H 6 NS 


H 


H 


645 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 


H 


H 


646 


H 


H 


HOOC-MS 


3-F 


H 


CH1CH9 


H 


H 


647 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 (CH 3 )CH 


H 


H 


648 


H 


H 


HOOC-MS 


3-F 


H 




H 


H 


649 


H 


H 


HOOC-MS 


3-F 


H 


PhCH 2 


H 


H 


650 


H 


H 


HOOC-MS 


3-F 


H 


Ph(CH 2 ) 2 


H • 


H 


651 


H 


H 


HOOC-MS 


3-F 


H 


Ph 


H 


H 


652 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 OCOCH 2 


H 


H 


653 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 CO 


H 


H 


654 


H 


H 


HOOC-MS 


3-F 


H 


H 2 NCO 


H 


H 


655 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 SO a 


H 


H 


656 


H 


H 


HOOC-MS 


3-F 


H 


2-Pyr 


H 


H 


657 


H 


H 


HOOC-MS 


3-F 


H 


3-Pyr 


H 


H 


658 


H 


H 


HOOC-MS 


3-F 


H 


4-Pyr 


H 


H 


659 


H 


H 


HOOC-MS 


3-F 


H 


2-Pyrm 


H 


H 


660 


H 


H 


HOOC-MS 


3-F 


H 


Pyr-3-CH 2 


H 


H 


661 


H 


H 


HOOC-MS 


3-F 


H 


Pyr-4-CH 2 


H 


H 




u 

n 


u 

n 


HOOC-MS 




u 

1 1 




H 


H 


663 


H 


H 


HOOC-MS 


3-F 


H 


cPn 


H 


H 


664 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 


2-CH 3 


H 


665 


H 


H 


HOOC-MS 


3-F 


H 


-(CH 2 ) 3 -(5) 




H 


666 


H 


H 


HOOC-MS 


3-F 


H 


H(NH)C 


H 


H 



WO 02/081448 



PCT/JP02/03355 



46 



667 


H 


H 


HOOC-MS 


3-F 


H 


668 


H 


H 


HOOC-MS 


3-F 


H 


669 


H 


H 


HOOC-MS 


3-F 


H 


670 


H 


H 


HOOC-MS 


3-F 


H 


671 


H 


H 


HOOC-MS 


3-F 


H 


672 


H 


H 


HOOC-MS 


3-F 


H 


673 


H 


H 


HOOC-MS 


3-C1 


H 


674 


H 


H 


HOOC-MS 


3-C1 


H 


675 


H 

* • 


H 


HOOC-MS 


3-C1 


H 


676 


H 


H 


HOOC-MS 


3-C1 


H 


677 


H 


H 


HOOC-MS 


3-C1 


H 


678 


H 


H 


HOOC-MS 


3-C1 


H 


679 


H 


H 


HOOC-MS 


3-C1 


H 


680 


H 


H 


HOOC-MS 


3-C1 


H 


681 


H 


H 


HOOC-MS 


3-C1 


H 


682 


H 


H 


HOOC-MS 


3-C1 


H 


683 


H 


H 


HOOC-MS 


3-C1 


H 


684 


H 


H 


HOOC-MS 


3-C1 


H 


685 


H 


H 


HOOC-MS 


3-C1 


H 


686 


H 


H 


HOOC-MS 


3-C1 


H 


687 


H 


H 


HOOC-MS 


3-C1 


H 


688 


H 


H 


HOOC-MS 


3-C1 


H 


689 


H 


H 


HOOC-MS 


3-C1 


H 


690 


H 


H 


HOOC-MS 


3-C1 


H 


691 


T T 

H 


TJ 

H 


rivJUU-Mo 




TJ 

ri 


692 


H 


H 


HOOC-MS 


3-C1 


H 


693 


H 


H 


HOOC-MS 


3-C1 


H 


694 


H 


H 


HOOC-MS 


3-C1 


H 


695 


H 


H 


HOOC-MS 


3-C1 


H 



CH 3 CH 2 (NH)C H 

Ph(NH)C H 

C 4 H 6 N H 

C 5 H 8 N H 

C 6 H 10 N H 

C 4 H 6 NS H 

CH 3 H 

CH3CH2 H 

CH 3 (CH 3 )CH H 

CH 3 (CH 2 ) 2 CH 2 H 

PhCH 2 H 

Ph(CH 2 ) 2 H 

Ph H 

CH 3 OCOCH 2 H 

CH 3 CO H 

H 2 NCO H 

CH 3 S0 2 H 

2- Pyr H 

3- Pyr H 

4- Pyr H 
2-Pyrm H 
Pyr-3-CH 2 H 
Pyr-4-CH 2 H 
Pyr-2-(CH 2 ) 2 H 
cPn H 
CH3 2-CH- 
-(CH 2 ) 3 -(5) 

H(NH)C H 

CH 3 CH 2 (NH)C H 



H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 



1 

1 

1 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 



PCT/JP02/03355 



47 



696 


H 


H 


HOOC-MS 


3-C1 


H 


Ph(NH)C 


H 


H 


0 


697 


H 


H 


HOOC-MS 


3-CI 


H 


C 4 H 6 N 


H 


H 


0 


698 


H 


H 


HOOC-MS 


3-C1 


H 


C 5 H 8 N 


H 


H 


0 


699 


H 


H 


HOOC-MS 


3-CI 


H 


C 6 H 10 N 


H 


H 


0 


700 


H 


H 


HOOC-MS 


3-CI 


H 


C 4 H 6 NS 


H 


H 


0 


701 


H 


H 


HOOC-MS 


3-CH 3 


H 

* 


CH 3 


H 


H 


0 


702 


H 


H 


HOOC-MS 


3-CH, 


H 


CH0CH0 


H 


H 


0 


703 


H 


H 


HOOC-MS 


3-CH, 


H 


CH 3 (CH 3 )CH 

J \ of 


H 


H 


0 


704 


H 


H 


HOOC-MS 


3-CH, 


H 


O \ zt z z 


H 


H 


0 


705 


H 


H 


HOOC-MS 


3-CH, 

0 


H 


PhCH 2 


H 


H 


0 


706 


H 


H 


HOOC-MS 


3-CH3 


H 


Ph(CH 2 ), 

V zt z 


H 


H 


0 


707 


H 


H 


HOOC-MS 


3-CH3 


H 


Ph 


H 


H 


0 


708 


H 


H 


HOOC-MS 


3-CH3 


H 


CH3OCOCH2 


H 


H 


0 


709 


H 


H 


HOOC-MS 


3-CH3 


H 


CH3CO 


H 


H 


0 


710 


H 


H 


HOOC-MS 


3-CH3 


H 


H 2 NCO 


H 


H 


0 


711 


H 


H 


HOOC-MS 


3-CH3 


H 


CH3SO, 

0 z 


H 


H 


0 


712 


H 


H 


HOOC-MS 


3-CH3 

*-* 


H 


2-Pyr 


H 


H 


0 


713 


H 


H 


HOOC-MS 


3-CH3 


H 


3-Pyr 


H 


H 


0 


714 


H 


H 


HOOC-MS 


3-CH3 


H 


4-Pyr 


H 


H 


0 


715 


H 


H 


HOOC-MS 


3-CH3 


H 


2 -Pyrin 


H 


H 


0 


716 


H 


H 


HOOC-MS 


3-CH3 


H 


Pyr-3-CH 2 


H 


H 


0 


717 


H 


H 


HOOC-MS 


3-CH3 


H 


Pyr-4-CH 2 


H 


H 


0 


718 


H 


H 


HOOC-MS 


3-CH3 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


0 


719 


H 


H 


HOOC-MS 


3-CH3 


H 


cPn 


H 


H 


0 


720 


H 

X X 


H 


HOOC-MS 


3-CH, 


H 


CH* 


9-CH 


14 
n 


yj 


721 


H 


H 


HOOC-MS 


3-CH3 


H 


-(CH 2 ) 3 -(5) 




H 


0 


722 


H 


H 


HOOC-MS 


3-CH3 


H 


H(NH)C 


H 


H 


0 


723 


H 


H 


HOOC-MS 


3-CH3 


H 


CH 3 CH 2 (NH)C 


H 


H 


0 


724 


H 


H 


HOOC-MS 


3-CH3 


H 


Ph(NH)C 


H 


H 


0 



PCT/JP02/03355 



48 



725 


H 


H 


HOOC-MS 


3-CH 3 


H 


C 4 H 6 N 


H 


H 


0 


726 


H 


H 


HOOC-MS 


3-CH 3 


H 


C 5 H 8 N 


H 


H 


0 


727 


H 


H 


HOOC-MS 


3-CH, 


H 


C 6 H 10 N 


H 


H 


0 


728 


H 


H 


HOOC-MS 


3-CH, 


H 


C 4 H 6 NS 


H 


H 


0 


729 


H 


H 


HOOC-MS 


H 


H 


CH 3 


H 


H 


0 


730 


H 


H 


HOOC-MS 


H 


H 


CH0CH9 


H 


H 


• 

0 


731 


H 


H 


HOOC-MS 


H 


H 


CH 3 (CH 3 )CH 


H 


H 


0 


732 


H 


H 


HOOC-MS 


H 


H 




H 


H 


0 


733 


H 


H 


HOOC-MS 


H 


H 


PhCH 2 


H 


H 


0 


734 


H 


H 


HOOC-MS 


H 


H 


Ph(CH 2 ) 2 


H 


H 


0 


735 


H 


H 


HOOC-MS 


H 


H 


Ph 


H 


H 


0 


736 


H 


H 


HOOC-MS 


H 


H 


CH 3 OCOCH 2 


H 


H 


0 


737 


H 


H 


HOOC-MS 


H 


H 


CH 3 CO 


H 


H 


0 


738 


H 


H 


HOOC-MS 


H 


H 


H 2 NCO 


H 


H 


0 


739 


H 


H 


HOOC-MS 


H 


H 


CH 3 S0 2 


H 


H 


0 


740 


H 


H 


HOOC-MS 


H 


H 


2-Pyr 


H 


H 


0 


741 


H 


H 


HOOC-MS 


H 


H 


3-Pyr 


H 


H 


0 


742 


H 


H 


HOOC-MS 


H 


H 


4-Pyr 


H 


H 


0 


743 


H 


H 


HOOC-MS 


H 


H 


2-Pyrm 


H 


H 


0 


744 


H 


H 


HOOC-MS 


H 


H 


Pyr-3-CH 2 


H 


H 


0 


745 


H 


H 


HOOC-MS 


H 


H 


Pyr-4-CH 2 


H 


H 


0 


746 


H 


H 


HOOC-MS 


H 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


0 


747 


H 


H 


HOOC-MS 


H 


H 


cPn 


H 


H 


0 


748 


H 


H 


HOOC-MS 


H 


H 


CH 3 


2-CH 3 


H 


0 


759 


H 

x x 


H 

X X 


HOOC-MS 

x x \y ATX Vw> 


H 

X X 


H 

1 x 


-(CH U-f51 




H 

X X 


0 


750 


H 


H 


HOOC-MS 


H 


H 


H(NH)C 


H 


H 


0 


751 


H 


H 


HOOC-MS 


H 


H 


CH 3 CH 2 (NH)C 


H 


H 


0 


752 


H 


H 


HOOC-MS 


H 


H 


Ph(NH)C 


H 


H 


0 


753 


H 


H 


HOOC-MS 


H 


H 


C 4 H 6 N 


H 


H 


0 



WO 02/081448 



PCT/JP02/03355 



49 



754 


H 


H 


HOOC-MS 


H 


H 


C 5 H 8 N 


H 


H 


0 


755 


H 


H 


HOOC-MS 


H 


H 


C 6 H 10 N 


H 


H 


0 


756 


H 


H 


HOOC-MS 


H 


H 


C 4 H 6 NS 


H 


H 


0 


757 


H 


H 


HOOC-MS 


3-CF, 

•* 


H 


CH 3 


H 


H 


0 


758 


H 


H 


HOOC-MS 


3-CF 3 


H 


CH-»CH*> 


H 


H 


0 


759 


H 


H 


HOOC-MS 


3-CF, 


H 


CH,(CH,)CH 


H 


H 


0 


760 


H 


H 


HOOC-MS 


3-CF, 


H 


v * J V *2/2 v * 2 


H 


H 


0 


761 


H 


H 


HOOC-MS 


3-CF, 


H 


PhCH 2 


H 


H 


0 


762 


H 


H 


HOOC-MS 


3-CF, 


H 


Ph(CH 9 ) 9 


H 


H 


0 


763 


H 


H 


HOOC-MS 


3-CF, 


H 


Ph 


H 


H 


0 


764 


H 


H 


HOOC-MS 


3-CF, 


H 


CH,OCOCH, 

^^^^ ^» 4 ^^^^ ^^^^ ^^^^ ^Bh 4» 


H 


H 


0 


765 


H 


H 


HOOC-MS 


3-CF, 


H 


CH,CO 


H 


H 


0 


766 


H 


H 


HOOC-MS 


3-CF, 


H 


H,NCO 


H 


H 


0 


767 


H 


H 


HOOC-MS 


3-CF, 

0 


H 


CH 3 SO, 


H 


H 


0 


768 


H 


H 


HOOC-MS 


3-CF, 


H 


2-Pyr 


H 


H 


0 


769 


H 


H 


HOOC-MS 


3-CF, 


H 


3-Pyr 


H 


H 


0 


770 


H 


H 


HOOC-MS 


3-CF, 


H 


4-Pyr 


H 


H 


0 


771 


H 


H 


HOOC-MS 


3-CF, 


H 


2-Pyrm 


H 


H 


0 


772 


H 


H 


HOOC-MS 


3-CF, 


H 


Pyr-3-CH 2 


H 


H 


0 


773 


H 


H 


HOOC-MS 


3-CF3 


H 


Pyr-4-CH, 


H 


H 


0 


774 


H 


H 


HOOC-MS 


3-CF3 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


0 


775 


H 


H 


HOOC-MS 


3-CF, 


H 


cPn 


H 


H 


0 


716 


H 


H 


HOOC-MS 


3-CF3 


H 


CH 3 


2-CH, 


H 


0 


777 


H 


H 


HOOC-MS 


3-CF3 


H 


-(CH 2 ) 3 -(5) 




H 


0 


f 1 o 


14 
1 1 


T-I 

XI 


HOOP-MS 
nwjv ivio 


o-^r 3 






n. 


u 
n 




779 


H 


H 


HOOC-MS 


3-CF3 


H 


CH 3 CH 2 (NH)C 


H 


H 


0 


780 


H 


H 


HOOC-MS 


3-CF3 


H 


Ph(NH)C 


H 


H 


0 


781 


H 


H 


HOOC-MS 


3-CF3 


H 


C 4 H 6 N 


H 


H 


0 


782 


H 


H 


HOOC-MS 


3-CF3 


H 


C S H 8 N 


H 


H 


0 



WO 02/081448 



PCT/JP02/03355 



50 



783 


H 


H 


HOOC-MS 


3-CF 3 


H 


C 6 H l0 N 


H 


H 


0 


784 


H 


H 


HOOC-MS 


3-CF3 


H 


C 4 H 6 NS 


H 


H 


0 


785 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 


H 


H 


0 


786 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH-iCHo 


H 


H 


0 


787 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 (CH 3 )CH 


H 


H 


0 


788 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH-j(CHo)oCHo 


H 


H 


0 


789 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


PhCH 2 


H 


H 


0 


790 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Ph(CH 2 ) 2 


H 


H 


0 


791 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Ph 


H 


H 


0 


792 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 OCOCH 2 


H 


H 


0 


793 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 CO 


H 


H 


0 


794 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


H 2 NCO 


H 


H 


0 


795 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 S0 2 


H 


H 


0 


796 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


2-Pyr 


H 


H 


0 


797 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


3-Pyr 


• 

H 


H 


0 


798 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


4-Pyr 


H 


H 


0 


799 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


2-Pyrm 


H 


H 


0 


800 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Pyr-3-CH 2 


H 


H 


0 


801 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Pyr-4-CH 2 


H 


H 


0 


802 


H 


H 


HOOC-MS 


3-H 2 NCO 

ml 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


0 


803 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


cPn 


H 


H 


0 


804 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 


2-CH 3 


H 


0 


805 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


-(CH 2 ) 3 -(5) 




H 


0 


806 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


H(NH)C 


H 


H 


0 


R07 


H 

X X 


H 

X X 


HOOC-MS 

1 x w xvi 




H 

x X 


CH„CHJNH1C 

v^x x^v. 'X Xqi ■* * x xi 


H 

X X 


H 

X X 


0 


808 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Ph(NH)C 


H 


H 


0 


809 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 


810 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C S H 8 N 


H 


H 


0 


811 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 6 H 10 N 


H 


H 


0 



WO 02/081448 



PCT/JP02/03355 



51 



812 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


813 


H 


H 


HOOC-MS 


3-F 


H 


814 


H 


H 


HOOC-MS 


3-F 


H 


815 


H 


H 


HOOC-MS 


3-F 


H 


816 


H 


H 


HOOC-MS 


3-F 


H 


817 


H 


H 


HOOC-MS 


3-F 


H 


818 


H 


H 


HOOC-MS 


3-F 


H 


819 


H 


H 


HOOC-MS 


3-F 


H 


820 


H 


H 


HOOC-MS 


3-F 


H 


821 


H 


H 


HOOC-MS 


3-F 


H 


822 


H 


H 


HOOC-MS 


3-F 


H 


823 


H 


H 


HOOC-MS 


3-F 


H 


824 


H 


H 


HOOC-MS 


3-F 


H 


825 


H 


H 


HOOC-MS 


3-F 


H 


826 


H 


H 


HOOC-MS 


3-F 


H 


827 


H 


H 


HOOC-MS 


3-F 


H 


828 


H 


H 


HOOC-MS 


3-F 


H 


829 


H 


H 


HOOC-MS 


3-F 


H 


830 


H 


H 


HOOC-MS 


3-F 


H 


831 


H 


H 


HOOC-MS 


3-F 


H 


832 


H 


H 


HOOC-MS 


3-F 


H 


833 


H 


H 


HOOC-MS 


3-F 


H 


834 


H 


H 


HOOC-MS 


3-F 


H 


835 


H 


H 


HOOC-MS 


3-F 


H 


836 


H 


H 


HOOC-MS 


3-F 


H 


837 


H 


H 


HOOC-MS 


3-F 


H 


838 


H 


H 


HOOC-MS 


3-F 


H 


839 


H 


H 


HOOC-MS 


3-F 


H 


840 


H 


H 


HOOC-MS 


3-F 


H 



C 4 H 6 NS H 

CH 3 H 

CH3CH2 H 

CH 3 (CH 3 )CH H 

CH 3 (CH 2 ) 2 CH 2 H 

PhCH 2 H 

Ph(CH 2 ) 2 H 

Ph H 

CH 3 OCOCH 2 H 

CH 3 CO H 

H 2 NCO H 

CH 3 S0 2 H 

2- Pyr H 

3- Pyr H 

4- Pyr H 
2-Pyrm H 
Pyr-3-CH 2 H 
Pyr-4-CH 2 H 
Pyr-2-(CH 2 ) 2 H 
cPn H 
CH 3 2-CH3 
-(CH 2 ) 3 -(5) 

H(NH)C H 

CH 3 CH 2 (NH)C H 

Ph(NH)C H 

C 4 H 6 N H 

C 5 H 8 N H 

C 6 H 10 N . H 

C 4 H 6 NS H 



H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 

H 



0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 



WO 02/081448 



PCT/JP02/03355 



52 



841 


H 


H 


HOOC-MS 


3-C1 


H 


CH 3 


H 


H 


2 


842 


H 


H 


HOOC-MS 


3-C1 


H 


O & 


H 


H 


2 


843 


H 


H 


HOOC-MS 


3-C1 


H 


CHJCHOCH 


H 


H 

x x 


2 


844 


H 


H 


HOOC-MS 


3-C1 


H 


-^31 2/2 2 


H 

A A 


H 

X X 


2 

AV 


845 


H 

A A 


H 


HOOC-MS 


3-C1 


H 

A A 


PhCHo 


H 

X X 


H 


2 


846 


H 

X A 


H 

X X 


HOOC-MS 


3-C1 


H 

X X 


PhfCHoK 


H 

1 X 


H 


2 


847 


H 

X X 


H 

X A 


HOOC-MS 

A A V*/^ V— ' ATA U 


3-C1 


H 

A X 


Ph 

X XX 


H 

X X 


H 


2 


848 


H 


H 

X X 


HOOC-MS 

X X XTX 


3-C1 


H 

X X 


CH^OCOCHo 

^✓X llv/ WVi 10 


H 

X X 


H 

X X 


2 


849 


H 

X X 


H 

X A 


HOOC-MS 


3-C1 


H 

X X 


CH,CO 


H 

X X 


H 


2 


850 


H 

X X 


H 

A A 


HOOC-MS 


3-C1 


H 

X X 


HoNCO 


H 

X X 


H 

X X 


2 


851 


H 

X X 


H 

A A 


HOOC-MS 

A A V/ >■ — * V^-/ A T A 


3-C1 


H 

X X 


CH,S0o 


H 

X X 


H 

X X 


2 


852 

V-T 4^ 


H 

X X 


H 

A A 


HOOC-MS 


3-C1 


H 

A A 


2-Pvt 

^ X Jf X 


H 

A A 


H 

X X 


2 


853 


H 

X X 


H 

A A 


HOOC-MS 

A A V— ^ X— ^ ATA »■— / 


3-C1 


H 

A A 


3-Pvr 

v> x jr x 


H 

X X 


H 

X X 


2 


854 


H 

A A 


H 


HOOC-MS 

A A X^ X^ ATA * 


3-C1 


H 

A A 


4-Pvt 


H 

A A 


H 

A A 


2 


855 


H 

A A 


H 

A A 


HOOC-MS 

A A V-^ ATA 


3-C1 


H 

A A 


2-Pvrm 

m A Jr A AAA 


H 

A A 


H 

X X 


2 


856 


H 

X X 


H 

X X 


HOOC-MS 


3-C1 


H 

X X 


Pvr-3-CHo 


H 

X X 


H 

X X 


2 


857 


H 


H 


HOOC-MS 


3-Cl 


H 


Pvr-4-CHo 


H 


H 

A A 


2 


858 


H 


H 


HOOC-MS 


3-Cl 


H 


Pvr-2-(CHo)o 

* J \ wx *2/2 


H 


H 


2 


859 


H 


H 


HOOC-MS 


3-Cl 


H 


cPn 


H 


H 


2 


860 


H 


H 


HOOC-MS 


3-Cl 


H 


CH, 


2-CH, 


H 


2 


861 


H 


H 


HOOC-MS 


3-Cl 


H 


-(CH,),-(5) 




H 


2 


862 


H 


H 


HOOC-MS 


3-Cl 


H 


H(NH)C 


H 


H 


2 


863 


H 


H 


HOOC-MS 


3-Cl 


H 


CH,CH 2 (NH)C 


H 


H 


2 


864 


H 


H 


HOOC-MS 


3-Cl 


H 


Ph(NH)C 


H 


H 


2 


ODD 


IT 

ri 


TT 

rl 




Q pi 


TT 

rl 


f [I M 


TT 

rl 


TT 

rl 


0 


866 


H 


H 


HOOC-MS 


3-Cl 


H 


C 5 H 8 N 


H 


H 


2 


867 


H 


H 


HOOC-MS 


3-Cl 


H 


C 6 H 10 N 


H 


H 


2 


868 


H 


H 


HOOC-MS 


3-Cl 


H 


C 4 H 6 NS 


H 


H 


2 


869 


H 


H 


HOOC-MS 


3-CH 3 


H 


CH 3 


H 


H 


2 



WO 02/081448 



PCT/JP02/03355 



53 



870 


H 


H 


HOOC-MS 


3-CH 3 


H 


CH3CH2 


H 


H 


2 


871 


H 


H 


HOOC-MS 


3-CH3 


H 


CH 3 (CH 3 )CH 


H 


H 


2 


872 


H 


H 


HOOC-MS 


3-CH3 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


2 


873 


H 


H 


HOOC-MS 


3-CH3 


H 


PhCH 2 


H 


H 


2 


874 


H 


H 


HOOC-MS 


3-CH3 


H 


Ph(CH 2 ) 2 


H 


H 


2 


875 


H 


H 


HOOC-MS 


3-CH3 


H 


Ph 


H 


H 


2 


876 


H 


H 


HOOC-MS 


3-CH3 


H 


CH 3 OCOCH 2 


H 


H 


2 


877 


H 


H 


HOOC-MS 


3-CH3 


H 


CH3CO 


H 


H 


2 


878 


H 


H 


HOOC-MS 


3-CH3 


H 


H 2 NCO 


H 


H 


2 


879 


H 


H 


HOOC-MS 


3-CH3 


H 


CH 3 S0 2 


H 


H 


2 


880 


H 


H 


HOOC-MS 


3-CH3 


H 


2-Pyr 


H 


H 


2 


881 


H 


H 


HOOC-MS 


3-CH3 


H 


3-Pyr 


H 


H 


2 


882 


H 


H 


HOOC-MS 


3-CH3 


H 


4-Pyr 


H 


H 


2 


883 


H 


H 


HOOC-MS 


3-CH3 


H 


2-Pyrm 


H 


H 


2 


884 


H 


H 


HOOC-MS 


3-CH 3 


H 


Pyr-3-CH 2 


H 


H 


2 


885 


H 


H 


HOOC-MS 


3-CH3 


H 


Pyr-4-CH 2 


H 


H 


2 


886 


H 


H 


HOOC-MS 


3-CH3 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


2 


887 


H 


H 


HOOC-MS 


3-CH3 


H 


cPn 


H 


H 


2 


888 


H 


H 


HOOC-MS 


3-CH3 


H 


CH 3 


2-CH3 


H 


2 


889 


H 


H 


HOOC-MS 


3-CH3 


H 


-(CH 2 ) 3 -(5) 


- 


H 


2 


890 


H 


H 


HOOC-MS 


3-CH3 


H 


H(NH)C 


H 


H 


2 


891 


H 


H 


HOOC-MS 


3-CH3 


H 


CH 3 CH 2 (NH)C 


H 


H 


2 


892 


H 


H 


HOOC-MS 


3-CH3 


H 


Ph(NH)C 


H 


H 


2 


893 


H 


H 


HOOC-MS 


3-CH3 


H 


C 4 H 6 N 


H 


H 


2 


894 


H 


H 


HOOC-MS 


3-CH3 


H 


C 5 H 8 N 


H 


H 


2 


895 


H 


H 


HOOC-MS 


3-CH3 


H 


C 6 H I0 N 


H 


H 


2 


896 


H 


H 


HOOC-MS 


3-CH3 


H 


C 4 H 6 NS 


H 


H 


2 


897 


H 


H 


HOOC-MS 


H 


H 


CH 3 


H 


H 


2 


898 


H 


H 


HOOC-MS 


H 


H 


CH3CH2 


H 


H 


2 



WO 02/081448 



PCT/JP02/03355 



54 



899 


H 


H 


HOOC-MS 


H 


H 


CH 3 (CH3)CH 


H 


H 


2 


900 


H 


H 


HOOC-MS 


H 


H 


CH 3 (CH 2 )2CH 2 


H 


H 


2 


901 


H 


H 


HOOC-MS 


H 


H 


PhCH 2 


H 


H 


2 


902 


H 


H 


HOOC-MS 


H . 


H 


Ph(CH 2 ) 2 


H 


H 


2 


903 


H 


H 


HOOC-MS 


H 


H 


Ph 


H 


H 


2 


904 


H 


H 


HOOC-MS 


H 


H 


CH 3 OCOCH 2 


H 


H 


2 


905 


H 


H 


HOOC-MS 


H 


H 


CH3CO 


H 


H 


2 


906 


H 


H 


HOOC-MS 


H 


H 


H 2 NCO 


H 


H 


2 


907 


H 


H 


HOOC-MS 


H 


H 


CH 3 S0 2 


H 


H 


2 


908 


H 


H 


HOOC-MS 


H 


H 


2-Pyr 


H 


H 


2 


909 


H 


H 


HOOC-MS 


H 


H 


3-Pyr 


H 


H 


2 


910 


H 


H 


HOOC-MS 


H 


H 


4-Pyr 


H 


H 


2 


911 


H 


H 


HOOC-MS 


H 


H 


2-Pyrm 


H 


H 


2 


912 


H 


H 


HOOC-MS 


H 


H 


Pyr-3-CH 2 


H 


H 


2 


913 


H 


H 


HOOC-MS 


H 


H 


Pyr-4-CH 2 


H 


H 


2 


914 


H 


H 


HOOC-MS 


H 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


2 


915 


H 


H 


HOOC-MS 


H 


H 


cPn 


H 


H 


2 


916 


H 


H 


HOOC-MS 


H 


H 


CH 3 


2-CH3 


H 


2 


917 


H 


H 


HOOC-MS 


H 


H 


-(CH 2 ) 3 -(5) 


— 


H 


2 


918 


H 


H 


HOOC-MS 


H 


H 


H(NH)C 


H 


H 


2 


919 


H 


H 


HOOC-MS 


H 


H 


CH 3 CH 2 (NH)C 


H 


H 


2 


920 


H 


H 


HOOC-MS 


H 


H 


Ph(NH)C 


H 


H 


2 


921 


H 


H 


HOOC-MS 


H 


H 


C 4 H 6 N 


H 


H 


2 


922 


H 


H 


HOOC-MS 


H 


H 


C 5 H 8 N 


H 


H 


2 


923 


H 


H 


HOOC-MS 


H 


H 


C 6 H 10 N 


H 


H 


2 


924 


H 


H 


HOOC-MS 


H 


H 


C 4 H 6 NS 


H 


H 


2 


925 


H 


H 


HOOC-MS 


3-CF 3 


H 


CH 3 


H 


H 


2 


926 


H 


H 


HOOC-MS 


3-CF3 


H 


CH3CH2 


H 


H 


2 


927 


H 


H 


HOOC-MS 


3-CF3 


H 


CH 3 (CH 3 )CH 


H 


H 


2 



WO 02/081448 



PCT/JP02/03355 



55 



928 


H 


H 


HOOC-MS 


3-CF 3 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


2 


929 


H 


H 


HOOC-MS 


3-CF3 


H 


PhCH 2 


H 


H 


2 


930 


H 


H 


HOOC-MS 


3-CF3 


H 


Ph(CH 2 ) 2 


H 


H 


2 


931 


H 


H 


HOOC-MS 


3-CF3 


H 


Ph 


H 


H 


2 


932 


H 


H 


HOOC-MS 


3-CF3 


H 


CH 3 OCOCH 2 


H 


H 


2 


933 


H 


H 


HOOC-MS 


3-CF3 


H 


CH3CO 


H 


H 


2 


934 


H 


H 


HOOC-MS 


3-CF3 


H 


H 2 NCO 


H 


H 


2 


935 


H 


H 


HOOC-MS 


3-CF3 


H 


CH 3 S0 2 


H 


H 


2 


936 


H 


H 


HOOC-MS 


3-CF3 


H 


2-Pyr 


H 


H 


2 


937 


H 


H 


HOOC-MS 


3-CF3 


H 


3-Pyr 


H 


H 


2 


938 


H 


H 


HOOC-MS 


3-CF3 


H 


4-Pyr 


H 


H 


2 


939 


H 


H 


HOOC-MS 


3-CF3 


H 


2-Pyrm 


H 


H 


2 


940 


H 


H 


HOOC-MS 


3-CF, 


H 


Pyr-3-CH 2 


H 


H 


2 


941 


H 


H 


HOOC-MS 


3-CF3 


H 


Pyr-4-CH 2 


H 


H 


2 


942 


H 


H 


HOOC-MS 


3-CF3 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


2 


943 


H 


H 


HOOC-MS 


3-CF3 


H 


cPn 


H 


H 


2 


944 


H 


H 


HOOC-MS 


3-CF3 


H 


CH 3 


2-CH3 


H 


2 


945 


H 


H 


HOOC-MS 


3-CF3 


H 


-(CH 2 ) 3 -(5) 




H 


2 


946 


H 


H 


HOOC-MS 


3-CF3 


H 


H(NH)C 


H 


H 


2 


947 


H 


H 


HOOC-MS 


3-CF3 


H 


CH 3 CH 2 (NH)C 


H 


H 


2 


948 


H 


H 


HOOC-MS 


3-CF 3 


H 


Ph(NH)C 


H 


H 


2 


949 


H 


H 


HOOC-MS 


3-CF3 


H 


C 4 H 6 N 


H 


H 


2 


950 


H 


H 


HOOC-MS 


3-CF3 


H 


C 5 H 8 N 


H 


H 


2 


951 


H 


H 


HOOC-MS 


3-CF3 


H 


C 6 H l0 N 


H 


H 


2 


952 


H 


H 


HOOC-MS 


3-CF, 


H 


CH^NS 


H 


H 


2 


953 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 


H 


H 


2 


954 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 CH 2 


H 


H 


2 


955 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 (CH 3 )CH 


H 


H 


2 


956 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


2 



WO 02/081448 



PCT/JP02/03355 



56 



957 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


PhCH 2 


H 


H 


2 


958 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Ph(CH 2 ) 2 


H 


H 


2 


959 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Ph 


H 


H 


2 


960 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 OCOCH 2 

W mat 


H 


H 


2 


961 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH,CO 


H 


H 


2 


962 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


H 2 NCO 

** 


H 


H 


2 


963 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 S0 2 

0 m. 


H 


H 


2 


964 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


2-Pyr 


H 


H 


2 


965 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


3-Pyr 


H 


H 


2 


966 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


4-Pyr 


H 


H 


2 


967 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


2-Pyrm 


H 


H 


2 


968 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


Pyr-3-CH 2 


H 


H 


2 


969 


H 


H 


HOOC-MS 


3-H 2 NCO 

mm) 


H 


Pyr-4-CH 2 


H 


H 


2 


970 


H 


H 


HOOC-MS 


3-H 2 NCO 

mm 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


2 


971 


H 


H 


HOOC-MS 


3-H 2 NCO 

mm 


H 


cPn 


H 


H 


2 


972 


H 


H 


HOOC-MS 


3-H 2 NCO 

mm 


H 


CH 3 


2-CH 3 


H 


2 


973 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


-(CH 2 ) 3 -(5) 




> 

H 


2 


974 


H 


H 


HOOC-MS 


3-H 2 NCO 

mm 


H 


H(NH)C 


H 


H 


2 


975 


H 


H 


HOOC-MS 


3-H 2 NCO 

mm 


H 


CH 3 CH 2 (NH)C 


H 


H 


2 


976 


H 


H 


HOOC-MS 


3-H 2 NCO 

mm 


H 


Ph(NH)C 


H 


H 


2 


977 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


2 


978 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C S H 8 N 


H 


H 


2 


979 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 6 H 10 N 


H 


H 


2 


980 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 4 H 6 NS 


H 


H 


2 




H 


H 


HOOC-MS 


3-F 


H 


CH, 

v^i i 3 


H 


H 


0 


982 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 CH 2 


H 


H 


2 


983 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 (CH 3 )CH 


H 


H 


2 


984 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 (CH 2 ) 2 CH 2 


H 


H 


2 


985 


H 


H 


HOOC-MS 


3-F 


H 


PhCH 2 


H 


H 


2 



WO 02/081448 



PCT/JP02/03355 



57 



986 


H 


H 


HOOC-MS 


3-F 


H 


Ph(CH 2 ) 2 


H 


H 


2 


987 


H 


H 


HOOC-MS 


3-F 


H 


Ph 


H 


H 


2 


988 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 OCOCH 2 


H 


H 


2 


989 


H 


H 


HOOC-MS 


3-F 


H 


CH3CO 


H 


H 


2 


990 


H 


H 


HOOC-MS 


3-F 


H 

* 


H 2 NCO 


H 


H 


2 


991 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 S0 2 


H 


H 


2 


992 


H 


H 


HOOC-MS 


3-F 


H 


2-Pyr 


H 


H 

• 


2 


993 


H 


H 


HOOC-MS 


3-F 


H 


3-Pyr 


H 


H 


2 


994 


H 


H 


HOOC-MS 


3-F 


H 


4-Pyr 


H 


H 


2 


995 


H 


H 


HOOC-MS 


3-F 


H 


2-Pyrm 


H 


H 


2 


996 


H 


H 


HOOC-MS 


3-F 


H 


Pyr-3-CH 2 


H 


H 


2 


997 


H 


H 


HOOC-MS 


3-F 


H 


Pyr-4-CH 2 


H 


H 


2 


998 


H 


H 


HOOC-MS 


3-F 


H 


Pyr-2-(CH 2 ) 2 


H 


H 


2 


999 


H 


H 


HOOC-MS 


3-F 


H 


cPn 


H 


H 


2 


1000 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 


2-CH3 


H 


2 


1001 


H 


H 


HOOC-MS 


3-F 


H 


-(CH 2 ) 3 -(5) 




H 


2 


1002 


H 


H 


HOOC-MS 


3-F 


H 


H(NH)C 


H 


H 


2 


1003 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 CH 2 (NH)C 


H 


H 


2 


1004 


H 


H 


HOOC-MS 


3-F 


H 


Ph(NH)C 


H 


H 


2 


1005 


H 


H 


HOOC-MS 


3-F 


H 


C 4 H 6 N 


H 


H 


2 


1006 


H 


H 


HOOC-MS 


3-F 


H 


C 5 H 8 N 


H 


H 


2 


1007 


H 


H 


HOOC-MS 


3-F 


H 


C 6 H ]0 N 


H 


H 


2 


1008 


H 


H 


HOOC-MS 


3-F 


H 


C 4 H 6 NS 


H 


H 


2 


1009 


H 


H 


EtOOC-MS 


3-C1 


H 


C 3 H 4 NO 


H 


H 


1 


1010 


H 

M, A 


H 

A X 


EtOOC-MS 

A—/ \»Vp^ Vp^ ^x' ATA tk/ 


3-CH, 


H 


CH.NO 

V/Ql A^J A ^ ' 


H 


H 


1 

A. 


1011 


H 


H 


EtOOC-MS 


H 


H 


C 3 H 4 NO 


H 


H 


1 


1012 


H 


H 


EtOOC-MS 


3-CF 3 


H 


C 3 H 4 NO 


H. 


H 


1 


1013 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


1 


1014 


H 


H 


EtOOC-MS 


3-F 


H 


C 3 H 4 NO 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



58 



1015 


H 


H 


EtOOC-MS 


3-C1 


H 


C 3 H 4 NO 


H 


H 


0 


1016 


H 


H 


EtOOC-MS 


3-CH 3 


H 


C 3 H 4 NO 


H 


H 


0 


1017 


H 


H 


EtOOC-MS 


H 


H 


C 3 H 4 NO 


H 


H 


0 


1018 


H 


H 


EtOOC-MS 


3-CF 3 


H 


C 3 H 4 NO 


H 


H 


0 


1019 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


0 


1020 


H 


H 


EtOOC-MS 


3-F 


H 


C 3 H 4 NO 


H 


H 


0 


1021 


H 


H 


EtOOC-MS 


3-C1 


H 


C 3 H 4 NO 


H 


H 


2 


1022 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 3 H 4 NO 


H 


H 


2 


1023 


H 


H 


EtOOC-MS 


H 


H 


C 3 H 4 NO 


H 


H 


2 


1024 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 3 H 4 NO 


H 


H 


2 


1025 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


2 


1026 


H 


H 


EtOOC-MS 


3-F 


H 


C 3 H 4 NO 


H 


H 


2 


1027 


H 


H 


HOOC-MS 


3-C1 


H 


C 3 H 4 NO 


H 


H 


1 


1028 


H 


H 


HOOC-MS 


3-CH3 


H 


C 3 H 4 NO 


H 


H 


1 


1029 


H 


H 


HOOC-MS 


H 


H 


C 3 H 4 NO 


H 


H 


1 


1030 


H 


H 


HOOC-MS 


3-CF3 


H 


C 3 H 4 NO 


H 


H 


1 


1031 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


1 


1032 


H 


H 


HOOC-MS 


3-F 


H 


C 3 H 4 NO 


H 


H 


1 


1033 


H 


H 


HOOC-MS 


3-C1 


H 


C 3 H 4 NO 


H 


H 


0 


1034 


H 


H 


HOOC-MS 


3-CH3 


H 


C 3 H 4 NO 


H 


H 


0 


1035 


H 


H 


HOOC-MS 


H 


H 


C 3 H 4 NO 


H 


H 


0 


1036 


H 


H 


HOOC-MS 


3-CF3 


H 


C 3 H 4 NO 


H 


H 


0 


1037 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


0 


1038 


H 


H 


HOOC-MS 


3-F 


H 


C 3 H 4 NO 


H 


H 


0 


1039 


H 


H 


HOOC-MS 


3-C1 


H 


C 3 H 4 NO 


H 


H 


2 


1040 


H 


H 


HOOC-MS 


3-CH3 


H 


C 3 H 4 NO 


H 


H 


2 


1041 


H 


H 


HOOC-MS 


H 


H 


C 3 H 4 NO 


H 


H 


2 


1042 


H 


H 


HOOC-MS 


3-CF3 


H 


C 3 H 4 NO 


H 


H 


2 


1043 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


2 



WO 02/081448 



PCT/JP02/03355 



59 



1044 


H 


H 


HOOC-MS 


3-F 


H 


C 3 H 4 NO 


H 


H 


2 


1045 


H 


H 


EtOOC-MS 


3-C1 


H 


C5F4N 


H 


H 


1 


1046 


H 


H 


EtOOC-MS 


3-CH 3 


H 


C 5 F 4 N 


H 


H 


1 


1047 


H 


H 


EtOOC-MS 


H 


H 


C 5 F 4 N 


H 


H 


1 


1048 


H 


H 


EtOOC-MS 


3-CF3 


H 


C S F 4 N 


H 


H 


1 


1049 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 5 F 4 N 


H 


H 


1 


1050 


H 


H 


EtOOC-MS 


3-F 


H 


C 5 F 4 N 


H 


H 


1 


1051 


H 


H 


EtOOC-MS 


3-C1 


H 


C S F 4 N 


H 


H 


0 


1052 


H 


H 


EtOOC-MS 


3-CH, 


H 


C 5 F 4 N 


H 


H 


0 


1053 


H 


H 


EtOOC-MS 


H 


H 


C 5 F 4 N 


H 


H 


0 


1054 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 5 F 4 N 


H 


H 


0 


1055 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 5 F 4 N 


H 


H 


0 


1056 


H 


H 


EtOOC-MS 


3-F 


H 


C 5 F 4 N 


H 


H 


0 


1057 


H 


H 


EtOOC-MS 


3-C1 


H 


C 5 F 4 N 


H 


H 


2 


1058 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 5 F 4 N 


H 


H 


2 


1059 


H 


H 


EtOOC-MS 


H 


H 


C 5 F 4 N 


H 


H 


2 


1060 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 5 F 4 N 


H 


H 


2 


1061 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 5 F 4 N 


H 


H 


2 


1062 


H 


H 


EtOOC-MS 


3-F 


H 


C 5 F 4 N 


H 


H 


2 


1063 


H 


H 


HOOC-MS 


3-C1 


H 


C 5 F 4 N 


H 


H 


1 


1064 


H 


H 


HOOC-MS 


3-CH3 


H 


C 5 F 4 N 


H 


H 


1 


1065 


H 


H 


HOOC-MS 


H 


H 


C 5 F 4 N 


H 


H 


1 


1066 


H 


H 


HOOC-MS 


3-CF3 


H 


C 5 F 4 N 


H 


H 


1 


1067 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 5 F 4 N 


H 


H 


1 


1 068 


H 

X X 


H 

X i 


HOOC-MS 


3-F 


H 

A A 


C=F.N 


H 


H 


1 


1069 


H 


H 


HOOC-MS 


3-C1 


H 


C 5 F 4 N 


H 


H 


0 


1070 


H 


H 


HOOC-MS 


3-CH3 


H 


C 5 F 4 N 


H 


H 


0 


1071 


H 


H 


HOOC-MS 


H 


H 


C 5 F 4 N 


H 


H 


0 


1072 


H 


H 


HOOC-MS 


3-CF3 


H 


C S F 4 N 


H 


H 


0 



WO 02/081448 



PCT/JP02/03355 



60 



1073 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C S F 4 N 


H 


H 


0 


1074 


H 


H 


HOOC-MS 


3-F 


H 


C 5 F 4 N 


H 


H 


0 


1075 


H 


H 


HOOC-MS 


3-C1 


H 


C 5 F 4 N 


H 


H 


2 


1076 


H 


H 


HOOC-MS 


3-CH 3 


H 


C 5 F 4 N 


H 


H 


2 


1077 


H 


H 


HOOC-MS 


H 


H 


C 5 F 4 N 


H 


H 


2 


1078 


H 


H 


HOOC-MS 


3-CF3 


H 


C 5 F 4 N 


H 


H 


2 


1079 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 5 F 4 N 


H 


H 


2 


1080 


H 


H 


HOOC-MS 


3-F 


H 


C 5 F 4 N 


H 


H 


2 


1081 


H 


H 


EtOOC-MS 


3-C1 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 


1082 


H 


H 


EtOOC-MS 


3-CH 3 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 


1083 


H 


H 


EtOOC-MS 


H 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 


1084 


H 


H 


EtOOC-MS 


3-CF3 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 


1085 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 


1086 


H 


H 


EtOOC-MS 


3-F 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 


1087 


H 


H 


EtOOC-MS 


3-C1 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1088 


H 


H 


EtOOC-MS 


3-CH 3 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1089 


H 


H 


EtOOC-MS 


H 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1090 


H 


H 


EtOOC-MS 


3-CF3 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1091 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1092 


H 


H 


EtOOC-MS 


3-F 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1093 


H 


H 


EtOOC-MS 


3-C1 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1094 


H 


H 


EtOOC-MS 


3-CH3 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1095 


H 


H 


EtOOC-MS 


H 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1096 


H 


H 


EtOOC-MS 


3-CF 3 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1097 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1098 


H 


H 


EtOOC-MS 


3-F 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1099 


H 


H 


HOOC-MS 


3-C1 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 


1100 


H 


H 


HOOC-MS 


3-CH 3 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 


1101 


H 


H 


HOOC-MS 


H 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



61 



1102 


H 


H 


HOOC-MS 


3-CF 3 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 


1103 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 


1104 


H 


H 


HOOC-MS 


3-F 


H 


H(CH 3 CH 2 N)C 


H 


H 


1 


1105 


H 


H 


HOOC-MS 


3-C1 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1106 


H 


H 


HOOC-MS 


3-CH3 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1107 


H 


H 


HOOC-MS 


H 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1108 


H 


H 


HOOC-MS 


3-CF3 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1109 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1110 


H 


H 


HOOC-MS 


3-F 


H 


H(CH 3 CH 2 N)C 


H 


H 


0 


1111 


H 


H 


HOOC-MS 


3-C1 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1112 


H 


H 


HOOC-MS 


3-CH3 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1113 


H 


H 


HOOC-MS 


H 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1114 


H 


H 


HOOC-MS 


3-CF3 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1115 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1116 


H 


H 


HOOC-MS 


3-F 


H 


H(CH 3 CH 2 N)C 


H 


H 


2 


1117 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 


-(CH 2 ) 2 - 




1 


1118 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 


-(CH 2 ) 2 - 


_ 


j 


1119 


H 


H 


EtOOC-MS 


H 


H 


CH 3 


-(CH 2 ) 2 - 




! 


1120 


H 


H 


EtOOC-MS 


3-CF3 


H 


CH 3 


-(CH 2 ) 2 - 




! 


1121 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 


-(CH 2 ) 2 - 


_ 


1 


1122 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 


-(CH 2 ) 2 - 




1 


1123 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 


-(CH 2 ) 2 - 


• 


0 


1124 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 


-(CH 2 ) 2 - 


— 


0 


1125 


H 


H 


EtOOC-MS 


H 


H 


CH 3 


-(CH 2 ) 2 - 


- 


0 


1126 


H 


H 


EtOOC-MS 


3-CF, 


H 


CH, 


-(CH,),- 

\ 2/2 




0 


1127 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 


"(CH 2 ) 2 - 




0 


1128 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 


-(CH 2 ) 2 - 




0 


1129 

• 


H 


H 


EtOOC-MS 


3-C1 


H 


CH 3 


-(CH 2 ) 2 - 




2 


1130 


H 


H 


EtOOC-MS 


3-CH3 


H 


CH 3 


-(CH 2 ) 2 - 




2 



I 



WO 02/081448 PCT/JP02/03355 

62 



1131 


H 


H 


EtOOC-MS 


H 


H 


CH 3 


-(CH 2 ) 2 - 

\ At a 




2 


1132 


H 


H 


EtOOC-MS 


3-CF 3 


H 


CH 3 


-(CH 2 ) 2 - 

\ a* a 




2 


1133 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


CH 3 


-(CH 2 ) 2 - 

V At A 




2 


1134 


H 


H 


EtOOC-MS 


3-F 


H 


CH 3 


-(CH 2 ) 2 - 

V At A 




2 


1135 


H 


H 


HOOC-MS 


3-C1 


H 


CH 3 


-(CH,),- 

\ At A 






1136 


H 


H 


HOOC-MS 


3-CH, 


H 


CH 3 








1137 


H 


H 


HOOC-MS 


H 


H 


CH, 


-(CH 9 ) 9 - 

V WA *2/2 






1138 


H 


H 


HOOC-MS 


3-CF, 


H 


CH, 








1139 


H 


H 


HOOC-MS 


3-H,NCO 


H 


CH, 


-(CH 9 ) 9 - 

\ w * *2/2 






1140 


H 


H 


HOOC-MS 


3-F 


H 


CH, 


-(CH,),- 

V 2/2 






1141 


H 


H 


HOOC-MS 


3-C1 


H 


CH 3 


-(CH,),- 

\ *2/ 2 




0 


1142 


H 


H 


HOOC-MS 


3-CH 3 


H 


CH, 


-(CH,),- 

V *2/2 




0 


1143 


H 


H 


HOOC-MS 


H 


H 


CH 3 


-(CH,),- 

V *2/2 




0 


1144 


H 


H 


HOOC-MS 


3-CF, 


H 


CH 3 


-(CH,),- 

V 2/2 




0 


1145 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 


-(CH,),- 

v 2/2 




0 


1146 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 


-(CH,),- 

V 2/2 




0 


1147 


H 


H 


HOOC-MS 


3-C1 


H 


CH 3 


-(CH 2 ) 2 - 




2 


1148 


H 


H 


HOOC-MS 


3-CH, 


H 


CH 3 


-(CH 2 ) 2 - 

V At A 




2 


1149 


H 


H 


HOOC-MS 


H 


H 


CH 3 


-(CH 2 ) 2 - 




2 


1150 


H 


H 


HOOC-MS 


3-CF3 


H 


CH 3 


-(CH 2 ) 2 - 




2 


1151 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


CH 3 


-(CH 2 ) 2 - 

\ At A 




2 


1152 


H 


H 


HOOC-MS 


3-F 


H 


CH 3 


"(CH 2 ) 2 - 

\ At A 




2 


1153 


H 


H 


EtOOC-MS 


3-C1 


H 


C 8 H 14 N 


H 


H 


1 


1154 


H 


H 


EtOOC-MS 

* 


3-CH, 


H 


C 8 H 14 N 


H 


H 


1 


1 1 


H 


H 

X I 


EtOOC-MS 


H 


H 




u 
£1 


u 

n 


1 
1 


1156 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 8 H 14 N 


H 


H 


1 


1157 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 8 H 14 N 


H 


H 


1 


1158 


H 


H 


EtOOC-MS 


3-F 


H 


C 8 H 14 N 


H 


H 


1 


1159 


H 


H 


EtOOC-MS 


3-C1 


H 


C 8 H 14 N 


H 


H 


0 



WO 02/081448 



PCT/JP02/03355 



63 



1160 


H 


H 


EtOOC-MS 


3-CH 3 


H 


C 8 H 14 N 


H 


H 


0 


1161 


H 


H 


EtOOC-MS 


H 


H 


C 8 H 14 N 


H 


H 


0 


1162 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 8 H 14 N 


H 


H 


0 


1163 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 8 H 14 N 


H 


H 


0 


1164 


H 


H 


EtOOC-MS 


3-F 


H 


C 8 H 14 N 


H 


H 


0 


1165 


H 


H 


EtOOC-MS 


3-C1 


H 


C 8 H 14 N 


H 


H 


2 


1166 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 8 H I4 N 


H 


H 


2 


1167 


H 


H 


EtOOC-MS 


H 


H 


C 8 H 14 N 


H 


H 


2 


1168 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 8 H 14 N 


H 


H 


2 


1169 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 8 H 14 N 


H 


H 


2 


1170 


H 


H 


EtOOC-MS 


3-F 


H 


C 8 H 14 N 


H 


H 


2 


1171 


H 


H 


HOOC-MS 


3-C1 


H 


C 8 H 14 N 


H 


H 


1 


1172 


H 


H 


HOOC-MS 


3-CH3 


H 


C 8 H 14 N 


H 


H 


1 


1173 


H 


H 


HOOC-MS 


H 


H 


C 8 H l4 N 


H 


H 


1 


1174 


H 


H 


HOOC-MS 


3-CF3 


H 


C 8 H 14 N 


H 


H 


1 


1175 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 8 H 14 N 


H 


H 


1 


1176 


H 


H 


HOOC-MS 


3-F 


H 


C 8 H 14 N 


H 


H 


1 


1177 


H 


H 


HOOC-MS 


3-C1 


H 


C 8 H 14 N 


H 


H 


0 


1178 


H 


H 


HOOC-MS 


3-CH3 


H 


C 8 H 14 N 


H 


H 


0 


1179 


H 


H 


HOOC-MS 


H 


H 


C 8 H 14 N 


H 


H 


0 


1180 


H 


H 


HOOC-MS 


3-CF3 


H 


C 8 H 14 N 


H 


H 


0 


1181 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 8 H 14 N 


H 


H 


0 


1182 


H 


H 


HOOC-MS 


3-F 


H 


C 8 H 14 N 


H 


H 


0 


1183 


H 


H 


HOOC-MS 


3-C1 


H 


C 8 H 14 N 


H 


H 


2 


1184 


H 


H 


HOOC-MS 


3-CH3 


H 


C 8 H 14 N 


H 


H 


2 


1185 


H 


H 


HOOC-MS 


H 


H 


C 8 H 14 N 


H 


H 


2 


1186 


H 


H 


HOOC-MS 


3-CF 3 


H 


C 8 H 14 N 


H 


H 


2 


1187 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 8 H 14 N 


H 


H 


2 


1188 


H 


H 


HOOC-MS 


3-F 


H 


C 8 H 14 N 


H 


H 


2 



WO 02/081448 



1189 


H 


H 


H 3 CS0 2 


1190 


H 


H 


H 3 CS0 2 


1191 


H 


H 


H 3 CS0 2 


1192 


H 


H 


H 3 CS0 2 


1193 


H 


H 


H 3 CS0 2 


1194 


H 


H 


H 3 CS0 2 


1195 


H 


F 


H 3 CS0 2 


1196 


H 


F 


H 3 CS0 2 


1197 


H 


F 


H 3 CS0 2 


1198 


H 


F 


H 3 CS0 2 


1199 


H 


F 


H 3 CS0 2 


1200 


H 


F 


H 3 CSO a 


1201 


H 


H 


H 3 CS0 2 


1202 


H 


H 


H 3 CS0 2 


1203 


H 


H 


H 3 CS0 2 


1204 


H 


H 


H 3 CS0 2 


1205 


H 


H 


H 3 CSO a 


1206 


H 


H 


H 3 CS0 2 


1207 


H 


H 


H 3 CS0 2 


1208 


H 


H 


H 3 CS0 2 


1209 


H 


H 


H 3 CS0 2 


1210 


H 


H 


H 3 CS0 2 


1211 


H 


H 


H 3 CS0 2 


1212 


H 


F 


H 3 CS0 2 


1213 


H 


F 


H 3 CS0 2 


1214 


H 


F 


H 3 CS0 2 


1215 


H 


F 


H 3 CS0 2 


1216 


H 


F 


H 3 CS0 2 


1217 


H 


F 


H 3 CS0 2 



PCT/JP02/03355 

64 



H 


H 


C 3 H 4 NO 


H 


H 


0 


3-F 


H 


C 3 H 4 NO 


H 


H 


0 


3-C1 


H 


C 3 H 4 NO 


H 


H 


0 


3-CH 3 


H 


C 3 H 4 NO 


H 


H 


0 


3-CF 3 


H 


C 3 H 4 NO 


H 


H 


0 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


0 


H 


H 


C 3 H 4 NO 


H 


H 


0 


3-F 


H 


C 3 H 4 NO 


H 


H 


0 


3-C1 


H 


C 3 H 4 NO 


H 


H 


0 


3-CH 3 


H 


C 3 H 4 NO 


H 


H 


0 


3-CF 3 


H 


C 3 H 4 NO 


H 


H 


0 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


0 


H 


H 


C 3 H 4 NO 


H 


H 


1 


2-F 


H 


C 3 H 4 NO 


H 


H 


1 


2-C1 


H 


C 3 H 4 NO 


H 


H 


1 


2-CH 3 


H 


C 3 H 4 NO 


H 


H 


1 


2-CF 3 


H 


C 3 H 4 NO 


H 


H 


1 


2-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


1 


3-F 


H 


C 3 H 4 NO 


H 


H 


1 


3-C1 


H 


C 3 H 4 NO 


H 


H 


1 


3-CH 3 


H 


C 3 H 4 NO 


H 


H 


1 


3-CF 3 


H 


C 3 H 4 NO 


H 


H 


1 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


1 


H 


H 


C 3 H 4 NO 


H 


H 


1 


3-F 


H 


C 3 H 4 NO 


H 


H 


1 


3-C1 


H 


C 3 H 4 NO 


H 


H 


1 


3-CH 3 


H 


C 3 H 4 NO 


H 


H 


1 


3-CF 3 


H 


C 3 H 4 NO 


H 


H 


1 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



65 



1218 


H 


H 


EtS0 2 


H 


H 


C 3 H 4 NO 


H 


H 


0 


1219 


H 


H 


EtS0 2 


3-F 


H 


C 3 H 4 NO 


H 


H 


0 


1220 


H 


H 


EtS0 2 


3-C1 


H 


C 3 H 4 NO 


H 


H 


0 


1221 


H 


H 


EtS0 2 


3-CH 3 


H 


C 3 H 4 NO 


H 


H 


0 


1222 


H 


H 


EtS0 2 

4m 


3-CF3 


H 


C 3 H 4 NO 


H 


H 


0 


1223 


H 


H 


EtS0 2 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


0 


1224 


H 


F 


EtS0 2 


H 


H 


C 3 H 4 NO 


H 


H 


0 


1225 


H 


F 


EtS0 2 


3-F 


H 


C 3 H 4 NO 


H 


H 


0 


1226 


H 


F 


EtS0 2 


3-C1 


H 


C 3 H 4 NO 


H 


H 


0 


1227 


H 


F 


EtS0 2 


3-CH, 

0 


H 


C 3 H 4 NO 


H 


H 


0 


1228 


H 


F 


EtS0 2 


3-CF3 


H 


C 3 H 4 NO 


H 


H 


0 


1229 


H 


F 


EtS0 2 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 

• 


0 


1230 


H 


H 


EtS0 2 


H 


H 


C 3 H 4 NO 


H 


H 


1 


1231 


H 


H 


EtS0 2 


2-F 


H 


C 3 H 4 NO 


H 


H 


1 


1232 


H 


H 


EtS0 2 

4M 


2 -CI 


H 


C 3 H 4 NO 


H 


H 


1 


1233 


H 


H 


EtSO z 

4m 


2-CH 3 


H 


C 3 H 4 NO 


H 


H 


1 


1234 


H 


H 


EtS0 2 


2-CF3 


H 


C 3 H 4 NO 


H 


H 


1 


1235 


H 


H 


EtS0 2 


2-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


1 


1236 


H 


H 


EtS0 2 


3-F 


H 


C 3 H 4 NO 


H 


H 


1 


1237 


H 


H 


EtS0 2 


3-C1 


H 


C 3 H 4 NO 


H 


H 


1 


1238 


H 


H 


EtS0 2 


3-CH3 


H 


C 3 H 4 NO 


H 


H 


1 


1239 


H 


H 


EtS0 2 


3-CF 3 


H 


C 3 H 4 NO 


H 


H 


1 


1240 


H 


H 


EtS0 2 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


1 


1241 


H 


F 


EtS0 2 


H 


H 


C 3 H 4 NO 


H 


H 


1 


1 242 

X. 


H 

X X 


F 


EtSO„ 


3-F 


H 

X X 




H 

X 


H 

1 X 


1 

X 


1243 


H 


F 


EtS0 2 


3-C1 


H 


C 3 H 4 NO 


H 


H 


1 


1244 


H 


F 


EtS0 2 


3-CH3 


H 


C 3 H 4 NO 


H 


H 


1 


1245 


H 


F 


EtS0 2 


3-CF 3 


H 


C 3 H 4 NO 


H 


H 


1 


1246 


H 


F 


EtS0 2 


3-H 2 NCO 


H 


C 3 H 4 NO 


H 


H 


1 



WO 02/081448 



1247 


H 


H 


H 3 CS0 2 


1248 


H 


H 


H 3 CS0 2 


1249 


H 


H 


H 3 CS0 2 


1250 


H 


H 


H 3 CS0 2 


1251 


H 


H 


H 3 CS0 2 


1252 


H 


H 


H 3 CS0 2 


1253 


H 


F 


H 3 CS0 2 


1254 


H 


F 


H 3 CS0 2 


1255 


H 


F 


H 3 CS0 2 


1256 


H 


F 


H 3 CS0 2 


1257 


H 


F 


H 3 CS0 2 


1258 


H 


F 


H 3 CSO a 


1259 


H 


H 


H 3 CS0 2 


1260 


H 


H 


H 3 CS0 2 


1261 


H 


H 


H 3 CS0 2 


1262 


H 


H 


H 3 CS0 2 


1263 


H 


H 


H 3 CS0 2 


1264 


H 


H 


H 3 CS0 2 


1265 


H 


H 


H 3 CS0 2 


1266 


H 


H 


H 3 CS0 2 


1267 


H 


H 


H 3 CS0 2 


1268 


H 


H 


H 3 CS0 2 


1269 


H 


H 


H 3 CS0 2 


1270 


H 


F 


H 3 CS0 2 


1271 


H 


F 


H 3 CS0 2 


1272 


H 


F 


H 3 CS0 2 


1273 


H 


F 


H 3 CS0 2 


1274 


H 


F 


H 3 CS0 2 


1275 


H 


F 


H 3 CS0 2 



PCT/JP02/03355 

66 



H 


H 


C 3 H 4 NS 


H 


H 


0 


3-F 


H 


C 3 H 4 NS 


H 


H 


0 


3-C1 


H 


C 3 H 4 NS 


H 


H 


0 


3-CH 3 


H 


C 3 H 4 NS 


H 


H 


0 


3-CF 3 


H 


C 3 H 4 NS 


H 


H 


0 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


0 


H 


H 


C 3 H 4 NS 


H 


H 


0 


3-F 


H 


C 3 H 4 NS 


H 


H 


0 


3-C1 


H 


C 3 H 4 NS 


H 


H 


0 


3-CH 3 


H 


C 3 H 4 NS 


H 


H 


0 


3-CF 3 


H 


C 3 H 4 NS 


H 


H 


0 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


0 


H 


H 


C 3 H 4 NS 


H 


H 


1 


2-F 


H 


C 3 H 4 NS 


H 


H 


1 


2-C1 


H 


C 3 H 4 NS 


H 


H 


1 


2-CH 3 


H 


C 3 H 4 NS 


H 


H 


1 


2-CF 3 


H 


C 3 H 4 NS 


H 


H 


1 


2-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


1 


3-F 


H 


C 3 H 4 NS 


H 


H 


1 


3-C1 


H 


C 3 H 4 NS 


H 


H 


1 


3-CH 3 


H 


C 3 H 4 NS 


H 


H 


1 


3-CF 3 


H 


C 3 H 4 NS 


H 


H 


1 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


1 


H 


H 


C 3 H 4 NS 


H 


H 


1 


3-F 


H 


C 3 H 4 NS 


H 


H 


1 


3 -CI 


H 


C 3 H 4 NS 


H 


H 


1 


3-CH 3 


H 


C 3 H 4 NS 


H 


H 


1 


3-CF 3 


H 


C 3 H 4 NS 


H 


H 


1 


3-H 2 NC0 


H 


C 3 H 4 NS 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



67 



1276 


H 


H 


EtS0 2 


. H 


H 


C 3 H 4 NS 


H 


H 


0 


1277 


H 


H 


EtSO a 


3-F 


H 


C 3 H 4 NS 


H 


H 


0 


1278 


H 


H 


EtS0 2 


3-C1 


H 


C 3 H 4 NS 


H 


H 


0 


1279 


H 


H 


EtS0 2 


3-CH 3 


H 


C 3 H 4 NS 


H 


H 


0 


1280 


H 


H 


EtSO z 


3-CF3 


H 


C 3 H 4 NS 


H 


H 


0 


1281 


H 


H 


EtS0 2 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


0 


1282 


H 


F 


EtS0 2 


H 


H 


C 3 H 4 NS 


H 


H 


0 


1283 


H 


F 


EtS0 2 


3-F 


H 


C 3 H 4 NS 


H 


H 


0 


1284 


H 


F 


EtS0 2 


3-C1 


H 


C 3 H 4 NS 


H 


H 


0 


1285 


H 


F 


EtS0 2 


3-CH3 


H 


C 3 H 4 NS 


H 


H 


0 


1286 


H 


F 


EtS0 2 


3-CF3 


H 


C 3 H 4 NS 


H 


H 


0 


1287 


H 


F 


EtS0 2 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


0 


1288 


H 


H 


EtS0 2 


H 


H 


C 3 H 4 NS 


H 


H 


1 


1289 


H 


H 


EtS0 2 


2-F 


H 


C 3 H 4 NS 


H 


H 


1 


1290 


H 


H 


EtS0 2 


2-C1 


H 


C 3 H 4 NS 


H 


H 


1 


1291 


H 


H 


EtS0 2 


2-CH3 


H 


C 3 H 4 NS 


H 


H 


1 


1292 


H 


H 


EtSO a 


2-CF3 


H 


C 3 H 4 NS 


H 


H 


1 


1293 


H 


H 


EtS0 2 


2-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


1 


1294 


H 


H 


EtS0 2 


3-F 


H 


C 3 H 4 NS 


H 


H 


1 


1295 


H 


H 


EtSO a 


3-C1 


H 


C 3 H 4 NS 


H 


H 


1 


1296 


H 


H 


EtS0 2 


3-CH3 


H 


C 3 H 4 NS 


H 


H 


1 


1297 


H 


H 


EtS0 2 


3-CF3 


H 


C 3 H 4 NS 


H 


H 


1 


1298 


H 


H 


EtS0 2 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


1 


1299 


H 


F 


EtS0 2 


H 


H 


C 3 H 4 NS 


H 


H 


1 


1300 


H 


F 


EtS0 2 


3-F 


H 


C 3 H 4 NS 


H 


H 


1 


1301 


H 


F 


EtS0 2 


3-C1 


H 


C 3 H 4 NS 


H 


H 


1 


1302 


H 


F 


EtS0 2 


3-CH3 


H 


C 3 H 4 NS 


H 


H 


1 


1303 


H 


F 


EtS0 2 


3-CF3 


H 


C 3 H 4 NS 


H 


H 


1 


1304 


H 


F 


EtS0 2 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



68 



1305 


H 


H 


EtOOC-MS 


H 


H 


C 3 H 4 NS 


H 


H 


0 


1306 


H 


H 


EtOOC-MS 


3-F 


H 


C 3 H 4 NS 


H 


H 


0 


1307 


H 


H 


EtOOC-MS 


3-C1 


H 


C 3 H 4 NS 


H 


H 


0 


1308 


H 


H 


EtOOC-MS 


3-CH 3 


H 


C 3 H 4 NS 


H 


H 


0 


1309 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 3 H 4 NS 


H 


H 


0 


1310 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


0 


1311 


H 


F 


EtOOC-MS 


H 


H 


C 3 H 4 NS 


H 


H 


0 


1312 


H 


F 


EtOOC-MS 


3-F 


H 


C 3 H 4 NS 


H 


H 


0 


1313 


H 


F 


EtOOC-MS 


3-C1 


H 


C 3 H 4 NS 


H 


H 


0 


1314 


H 


F 


EtOOC-MS 


3-CH3 


H 


C 3 H 4 NS 


H 


H 


0 


1315 


H 


F 


EtOOC-MS 


3-CF3 


H 


C 3 H 4 NS 


H 


H 


0 


1316 


H 


F 


EtOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


0 


1317 


H 


H 


EtOOC-MS 


H 


H 


C 3 H 4 NS 


H 


H 


1 


1318 


H 


H 


EtOOC-MS 


2-F 


H 


C 3 H 4 NS 


H 


H 


1 


1319 


H 


H 


EtOOC-MS 


2-C1 


H 


C 3 H 4 NS 


H 


H 


1 


1320 


H 


H 


EtOOC-MS 


2-CH3 


H 


C 3 H 4 NS 


H 


H 


1 


1321 


H 


H 


EtOOC-MS 


2-CF 3 


H 


C 3 H 4 NS 


H 


H 


1 


1322 


H 


H 


EtOOC-MS 


2-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


1 


1323 


H 


H 


EtOOC-MS 


3-F 


H 


C 3 H 4 NS 


H 


H 


1 


1324 


H 


H 


EtOOC-MS 


3-C1 


H 


C 3 H 4 NS 


H 


H 


1 


1325 


H 


H 


EtOOC-MS 


3-CH3 


H 


C 3 H 4 NS 


H 


H 


1 


1326 


H 


H 


EtOOC-MS 


3-CF3 


H 


C 3 H 4 NS 


H 


H 


1 


1327 


H 


H 


EtOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


1 


1328 


H 


F 


EtOOC-MS 


H 


H 


C 3 H 4 NS 


H 


H 


1 


1329 


H 


F 


EtOOC-MS 


3-F 


H 


C 3 H 4 NS 


H 


H 


1 


1330 


H 


F 


EtOOC-MS 


3-C1 


H 


C 3 H 4 NS 


H 


H 


1 


1331 


H 


F 


EtOOC-MS 


3-CH3 


H 


C 3 H 4 NS 


H 


H 


1 


1332 


H 


F 


EtOOC-MS 


3-CF 3 


H 


C 3 H 4 NS 


H 


H 


1 


1333 


H 


F 


EtOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


1 



WO 02/081448 



69 



1334 


H 


H 


HOOC-MS 


H 


H 


C 3 H 4 NS 


H 


H 


0 


1335 


H 


H 


HOOC-MS 


3-F 


H 


C 3 H 4 NS 


H 


H 


0 


1336 


H 


H 


HOOC-MS 


3-C1 


H 


C 3 H 4 NS 


H 


H 


0 


1337 


H 


H 


HOOC-MS 


3-CH 3 


H 


C 3 H 4 NS 


H 


H 


0 


1338 


H 


H 


HOOC-MS 


3-CF3 


H 


C 3 H 4 NS 


H 


H 


0 


1339 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


0 


1340 


H 


F 


HOOC-MS 


H 


H 


C 3 H 4 NS 


H 


H 


0 


1341 


H 


F 


HOOC-MS 


3-F 


H 


C 3 H 4 NS 


H 


H 


0 


1342 


H 


F 


HOOC-MS 


3-C1 


H 


C 3 H 4 NS 


H 


H 


0 


1343 


H 


F 


HOOC-MS 


3-CH, 


H 


C 3 H 4 NS 


H 


H 


0 


1344 


H 


F 


HOOC-MS 


3-CF, 


H 


C 3 H 4 NS 


H 


H 


0 


1345 


H 


F 


HOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


0 


1346 


H 


H 


HOOC-MS 


H 


H 


C 3 H 4 NS 


H 


H 


1 


1347 


H 


H 


HOOC-MS 


2-F 


H 


C 3 H 4 NS 


H 


H 


1 


1348 


H 


H 


HOOC-MS 


2-C1 


H 


C 3 H 4 NS 


H 


H 


1 


1349 


H 


H 


HOOC-MS 


2-CH3 


H 


C 3 H 4 NS 


H 


H 


1 


1350 


H 


H 


HOOC-MS 


2-CF3 


H 


C 3 H 4 NS 


H 


H 


1 


1351 


H 


H 


HOOC-MS 


2-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


1 


1352 


H 


H 


HOOC-MS 


3-F 


H 


C 3 H 4 NS 


H 


H 


1 


1353 


H 


H 


HOOC-MS 


3-C1 


H 


C 3 H 4 NS 


H 


H 


1 


1354 


H 


H 


HOOC-MS 


3-CH3 


H 


C 3 H 4 NS 


H 


H 


1 


1355 


H 


H 


HOOC-MS 


3-CF3 


H 


C 3 H 4 NS 


H 


H 


1 


1356 


H 


H 


HOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


1 


1357 


H 


F 


HOOC-MS 


H 


H 


C 3 H 4 NS 


H 


H 


1 


1 ^58 


H 

X X 


F 

X 


HOOC-MS 


3-F 


H 

X A. 


CH.NS 


H 

X X 


H 

X X 


1 

X 


1359 


H 


F 


HOOC-MS 


3-C1 


H 


C 3 H 4 NS 


H 


H 


1 


1360 


H 


F 


HOOC-MS 


3-CH3 


H 


C 3 H 4 NS 


H 


H 


1 


1361 


H 


F 


HOOC-MS 


3-CF3 


H 


C 3 H 4 NS 


H 


H 


1 


1362 


H 


F 


HOOC-MS 


3-H 2 NCO 


H 


C 3 H 4 NS 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



70 



1363 


H 


H 


H 3 CS0 2 


H 


H 


C 4 H 6 N 


H 


H 


0 


1364 


H 


H 


H 3 CSO a 


2-F 


H 


C 4 H 6 N 


H 


H 


0 


1365 


H 


H 


H 3 CS0 2 


2-C1 


H 


C 4 H 6 N 


H 


H 


0 


1366 


H 


H 


H 3 CS0 2 


2-CH 3 


H 


C 4 H 6 N 


H 


H 


0 


1367 


H 


H 


H 3 CS0 2 


2-CF 3 


H 


C 4 H 6 N 


H 


H 


0 


1368 


H 


H 


H 3 CS0 2 


2-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 


1369 


H 


H 


H 3 CS0 2 


3-F 


H 


C 4 H 6 N 


H 


H 


0 


1370 


H 


H 


H 3 CS0 2 


3-C1 


H 


C 4 H 6 N 


H 


H 


0 


1371 


H 


H 


H 3 CS0 2 


3-CH3 


H 


C 4 H 6 N 


H 


H 


0 


1372 


H 


H 


H 3 CS0 2 


3-CF 3 


H 


C 4 H 6 N 


H 


H 


0 


1373 


H 


H 


H 3 CS0 2 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 


1374 


H 


H 


H 3 CS0 2 


H 


H 


C 4 H 6 N 


H 


H 


1 


1375 


H 


H 


H 3 CSO a 


2-F 


H 


C 4 H 6 N 


H 


H 


1 


1376 


H 


H 


H 3 CS0 2 


2-C1 


H 


C 4 H 6 N 


H 


H 


1 


1377 


H 


H 


H 3 CS0 2 


2-CH 3 


H 


C 4 H 6 N 


H 


H 


1 


1378 


H 


H 


H 3 CS0 2 


2-CF 3 


H 


C 4 H 6 N 


H 


H 


1 


1379 


H 


H 


H 3 CS0 2 


2-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


1 


1380 


H 


H 


H 3 CS0 2 


3-F 


H 


C 4 H 6 N 


H 


H 


1 


1381 


H 


H 


H 3 CS0 2 


3-C1 


H 


C 4 H 6 N 


H 


H 


1 


1382 


H 


H 


H 3 CS0 2 


3-CH 3 


H 


C 4 H 6 N 


H 


H 


1 


1383 


H 


H 


H 3 CS0 2 


3-CF 3 


H 


C 4 H 6 N 


H 


H 


1 


1384 


H 


H 


H 3 CS0 2 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


1 


1385 


H 


H 


EtS0 2 


H 


H 


C 4 H 6 N 


H 


H 


0 


1386 


H 


H 


EtS0 2 


2-F 


H 


C 4 H 6 N 


H 


H 


0 


1387 


H 


H 


EtS0 2 


2-C1 


H 


C 4 H 6 N 


H 


H 


0 


1388 


H 


H 


EtS0 2 


2-CH 3 


H 


C 4 H 6 N 


H 


H 


0 


1389 


H 


H 


EtS0 2 


2-CF 3 


H 


C 4 H 6 N 


H 


H 


0 


1390 


H 


H 


EtS0 2 


2-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 


1391 


H 


H 


EtS0 2 


3-F 


H 


C 4 H 6 N 


H 


H 


0 



PCT/JP02/0335S 



71 



1392 


H 


H 


EtSO a 


3-C1 


H 


C 4 H 6 N 


H 


H 


0 


1393 


H 


H 


EtS0 2 


3-CH 3 


H 


C 4 H 6 N 


H 


H 


0 


1394 


H 


H 


EtSO a 


3-CF 3 


H 


C 4 H 6 N 


H 


H 


0 


1395 


H 


H 


EtSO a 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 


1396 


H 


H 


EtSO a 


H 


H 


C 4 H 6 N 


H 


H 


1 


1397 


H 


H 


EtS0 2 


2-F 


H 


C 4 H 6 N 


H 


H 


1 


1398 


H 


H 


EtS0 2 


2-C1 


H 


C 4 H 6 N 


H 


H 


1 


1399 


H 


H 


EtS0 2 


2-CH 3 


H 


C 4 H 6 N 


H 


H 


1 


1400 


H 


H 


EtS0 2 


2-CF 3 


H 


C 4 H 6 N 


H 


H 


1 


1401 


H 


H 


EtS0 2 


2-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


1 


1402 


H 


H 


EtS0 2 


3-F 


H 


C 4 H 6 N 


H 


H 


1 


1403 


H 


H 


EtSO a 


3-C1 


H 


C 4 H 6 N 


H 


H 


1 


1404 


H 


H 


EtS0 2 


3-CH 3 


H 


C 4 H 6 N 


H 


H 


1 


1405 


H 


H 


EtS0 2 


3-CF 3 


H 


C 4 H 6 N 


H 


H 


1 


1406 


H 


H 


EtS0 2 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


1 


1407 


H 


F 


H 3 CS0 2 


H 


H 


C 4 H 6 N 


H 


H 


0 


1408 


H 


F 


H 3 CS0 2 


2-F 


H 


C 4 H 6 N 


H 


H 


0 


1409 


H 


F 


H 3 CS0 2 


2-C1 


H 


C 4 H 6 N 


H 


H 


0 


1410 


H 


F 


H 3 CS0 2 


2-CH 3 


H 


C 4 H 6 N 


H 


H 


0 


1411 


H 


F 


H 3 CS0 2 


2-CF 3 


H 


C 4 H 6 N 


H 


H 


0 


1412 


H 


F 


H 3 CS0 2 


2-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 


1413 


H 


F 


H 3 CS0 2 


3-F 


H 


C 4 H 6 N 


H 


H 


0 


1414 


H 


F 


H 3 CS0 2 


3-C1 


H 


C 4 H 6 N 


H 


H 


0 


1415 


H 


F 


H 3 CS0 2 


3-CH 3 


H 


C 4 H 6 N 


H 


H 


0 


1416 


H 


F 


H 3 CS0 2 


3-CF 3 


H 


C 4 H 6 N 


H 


H 


0 


1417 


H 


F 


H 3 CS0 2 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 


1418 


H 


F 


H 3 CS0 2 


H 


H 


C 4 H 6 N 


H 


H 


1 


1419 


H 


F 


H 3 CS0 2 


2-F 


H 


C 4 H 6 N 


H 


H 


1 


1420 


H 


F 


H 3 CS0 2 


2-C1 


H 


C 4 H 6 N 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



72 



1421 


H 


F 


H 3 CS0 2 


2-CH 3 


H 


C 4 H 6 N 


H 


H 


1 


1422 


H 


F 


H 3 CS0 2 


2-CF 3 


H 


C 4 H 6 N 


H 


H 


1 


1423 


H 


F 


H 3 CS0 2 


2-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


1 


1424 


H 


F 


H 3 CS0 2 


3-F 


H 


C 4 H 6 N 


H 


H 


1 


1425 


H 


F 


H 3 CS0 2 


3-C1 


H 


C 4 H 6 N 


H 


H 


1 


1426 


H 


F 


H 3 CS0 2 


3-CH 3 


H 


C 4 H 6 N 


H 


H 


1 


1427 


H 


F 


H 3 CS0 2 


3-CF 3 


H 


C 4 H 6 N 


H 


H 


1 


1428 


H 


F 


H 3 CS0 2 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


1 


1429 


H 


F 


EtS0 2 


H 


H 


C 4 H 6 N 


H 


H 


0 


1430 


H 


F 


EtS0 2 


2-F 


H 


C 4 H 6 N 


H 


H 


0 


1431 


H 


F 


EtS0 2 


2-C1 


H 


C 4 H 6 N 


H 


H 


0 


1432 


H 


F 


EtS0 2 


2-CH 3 


H 


C 4 H 6 N 


H 


H 


0 


1433 


H 


F 


EtS0 2 1 


2-CF 3 


H 


C 4 H 6 N 


H 


H 


0 


1434 


H 


F 


EtS0 2 


2-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 


1435 


H 


F 


EtS0 2 


3-F 


H 


C 4 H 6 N 


H 


H 


0 


1436 


H 


F 


EtS0 2 


3-C1 


H 


C 4 H 6 N 


H 


H 


0 


1437 


H 


F 


EtS0 2 


3-CH 3 


H 


C 4 H 6 N 


H 


H 


0 


1438 


H 


F 


EtS0 2 


3-CF 3 


H 


C 4 H 6 N 


H 


H 


0 


1439 


H 


F 


EtS0 2 


3-H 2 NCO 


H 


C 4 H 5 N 


H 


H 


0 


1440 


H 


F 


EtS0 2 


H 


H 


C 4 H 6 N 


H 


H 


1 


1441 


H 


F 


EtS0 2 


2-F 


H 


C 4 H 6 N 


H 


H 


1 


1442 


H 


F 


EtS0 2 


2-C1 


H 


C 4 H 6 N 


H 


H 


1 


1443 


H 


F 


EtS0 2 


2-CH 3 


H 


C 4 H 6 N 


H 


H 


1 


1444 


H 


F 


EtS0 2 


2-CF 3 


H 


C 4 H 6 N 


H 


H 


1 


1445 


H 


F 


EtS0 2 


2-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


1 


1446 


H 


F 


EtS0 2 


3-F 


H 


C 4 H 6 N 


H 


H 


1 


1447 


H 


F 


EtS0 2 


3-C1 


H 


C 4 H 6 N 


H 


H 


1 


1448 


H 


F 


EtS0 2 


3-CH 3 


H 


C 4 H 6 N 


H 


H 


1 


1449 


H 


F 


EtS0 2 


3-CF 3 


H 


C 4 H 6 N 


H 


H 


1 



WO 02/081448 



PCT/JP02/03355 



73 



1450 


H 


F 


EtS0 2 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


1 


1451 


H 


F 


EtOOC-MS 


H 


H 


C 4 H 6 N 


H 


H 


0 


1452 


H 


F 


EtOOC-MS 


2-F 


H 


C 4 H 6 N 


H 


H 


0 


1453 


H 


F 


EtOOC-MS 


2 -CI 


H 


C 4 H 6 N 


H 


H 


0 


1454 


H 


F 


EtOOC-MS 


2-CH 3 


H 


C 4 H 6 N 


H 


H 


0 


1455 


H 


F 


EtOOC-MS 


2-CF3 


H 


C 4 H 6 N 


H 


H 


0 


1456 


H 


F 


EtOOC-MS 


2-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 


1457 


H 


F 


EtOOC-MS 


3-F 


H 


C 4 H 6 N 


H 


H 


0 


1458 


H 


F 


EtOOC-MS 


3-C1 


H 


C 4 H 6 N 


H 


H 


0 


1459 


H 


F 


EtOOC-MS 


3-CH3 


H 


C 4 H 6 N 


H 


H 


0 


1460 


H 


F 


EtOOC-MS 


3-CF 3 


H 


C 4 H 6 N 


H 


H 


0 


1461 


H 


F 


EtOOC-MS 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 


1462 


H 


F 


EtOOC-MS 


H 


H 


C 4 H 6 N 


H 


H 


1 


1463 


H 


F 


EtOOC-MS 


2-F 


H 


C 4 H 6 N 


H 


H 


1 


1464 


H 


F 


EtOOC-MS 


2-C1 


H 


C 4 H 6 N 


H 


H 


1 


1465 


H 


F 


EtOOC-MS 


2-CH3 


H 


C 4 H 6 N 


H 


H 


1 


1466 


H 


F 


EtOOC-MS 


2-CF3 


H 


C 4 H 6 N 


H 


H 


1 


1467 


H 


F 


EtOOC-MS 


2-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


1 


1468 


H 


F 


EtOOC-MS 


3-F 


H 


C 4 H 6 N 


H 


H 


1 


1469 


H 


F 


EtOOC-MS 


3-C1 


H 


C 4 H 6 N 


H 


H 


1 


1470 


H 


F 


EtOOC-MS 


3-CH3 


H 


C 4 H 6 N 


H 


H 


1 


1471 


H 


F 


EtOOC-MS 


3-CF3 


H 


C 4 H 6 N 


H 


H 


1 


1472 


H 


F 


EtOOC-MS 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


1 


1473 


H 


F 


HOOC-MS 


H 


H 


C 4 H 6 N 


H 


H 


0 


1474 


H 


F 


HOOC-MS 


2-F 


H 


C 4 H 6 N 


H 


H 


0 


1475 


H 


F 


HOOC-MS 


2-C1 


H 


C 4 H 6 N 


H 


H 


0 


1476 


H 


F 


HOOC-MS 


2-CH3 


H 


C 4 H 6 N 


H 


H 


0 


1477 


H 


F 


HOOC-MS 


2-CF3 


H 


C 4 H 6 N 


H 


H 


0 


1478 


H 


F 


HOOC-MS 

• 


2-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


0 



WO 02/081448 



1479 


H 


F 


HOOC-MS 


1480 


H 


F 


HOOC-MS 


1481 


H 


F 


HOOC-MS 


1482 


H 


F 


HOOC-MS 


1483 


H 


F 


HOOC-MS 


1484 


H 


F 


HOOC-MS 


1485 


H 


F 


HOOC-MS 


1486 


H 


F 


HOOC-MS 


1487 


H 


F 


HOOC-MS 


1488 


H 


F 


HOOC-MS 


1489 


H 


F 


HOOC-MS 


1490 


H 


F 


HOOC-MS 


1491 


H 


F 


HOOC-MS 


1492 


H 


F 


HOOC-MS 


1493 


H 


F 


HOOC-MS 


1494 


H 


F 


HOOC-MS 



74 



3-F 


H 


CHeN 


3-C1 


H 


C 4 H 6 N 


3-CH 3 


H 


C 4 H 6 N 


3-CF3 


H 


C 4 H 6 N 


3-H 2 NCO 


H 


C 4 H 6 N 


H 


H 


C 4 H 6 N 


2-F 


H 


C.HeN 


2-C1 


H 


C 4 H 6 N 


2-CH3 


H 


C 4 H 6 N 


2-CF3 


H 


C 4 H 6 N 


2-H 2 NCO 


H 


C 4 H 6 N 


3-F 


H 


C 4 H 6 N 


3-C1 


H 


C 4 H 6 N 


3-CH3 


H 


C 4 H 6 N 


3-CF3 


H 


C 4 H 6 N 


3-H 2 NCO 


H 


C 4 H 6 N 



PCT/JP02/03355 



H 


H 


0 


H 


H 


0 


H 


H 


0 


H 


H 


0 


H 


H 


0 


H 


H 


1 


H 


H 


1 


H 


H 


1 


H 


H 


1 


H 


H 


1 


H 


H 


1 


H 


H 


1 


H 


H 


1 


H 


H 


1 


H 


H 


1 


H 


H 


1 



22 WJ47), 23 25 (H#60iJ 53), 26 (H»55), 53 (HWJ 

65) > 54 (^mM67), 81 59) , 82 6lh 85 M45), 109 (M 

M#l77h 110 (HJE#l79), 137 (|H;&£#|71)> 138 73). 507 (HSS#|6), 

518 (H^lJ 28) > 523 (H»J38)> 525 (^Jfifl! 42) , 526 (H^!l48), 527 
MM 50). 529 (^BS0tJ 54) , 530 (HSS0J56), 557 (H^!l66). 558 (HM#l68). 
585 mmmeO). 586 (HMf!l62), 589 («0>J46). 613 (HJS#J78). 614 
MM SO). 641 (ia«72)> 642 (M#|74), 1027 (HMFll89), 1029 (Hlfi^J 
94h 1081 (H»J86) mS\099 (MMM 87) Z> Z. £tfT%> %f\Z0 mUft& 



WO 02/081448 PCT/JP02/03355 

75 

N- [3- (3-7iy/7x-J|/) -2- (E) -7°P^-Jl/| -N- [3-7P 

p-4- Ci- (4-tf'jv;u) t°^u> ? >-4-<;^+v] 7x~;u] ^7 7* 

N— [3- (3-75vV 7i-;W -2- (E) -7°P^njl/) — N— [3~7P 

«i?x^;u 2 2 2 , nmm 47), 

N— [3- (3-7 = y/7xZJW -2- (E) -7°P^-JU] — N — [3-7P 

d-4- [l- (i-<5/7Dejw tf^u v>-4--r;u^^>] 7x-;H tju 

7 T^-omm^)^ 2 (0a^b^«#^ 2 3 , h»j 49), 

N- [3- (3-7v>V7x-JW -2- (E) -7*P^njU] -N- [3-7P 
P-4- [1- (4, 5-vhFP-3H-trn-;U-2— tf^'J-7>-4 — i 

»#I5 3), 

N- [3- (3-75^y7x-;U) -2- (E) -7p^JH -N- [4- [1 

- (4, 5-yt HP-3H-tTP-;U-2— 1 )V) e^'Jy>-4-fM+y] - 
3-^^;U7x-;P] X;i/7 7 : E'fJH^Sl^ 2£££ (0O?Kf 5 3 , 

6 5 ) , 

N- [3- (3-75y/7xriW -2- (E) -7°P^-;U] — N— [4- [1 

- (4, 5-vhHP-3H-t°P-;i/-2— Y;W \£1Vi?>-4-' fJU^+v] - 
3- h'J7MD/^7i^W Z fry 7^:1 jmEkX-^Jl 2&R£ 

0 9, HIS#I7 7), 

N- [3- (3-7$y7 7i-JW -2- (E) -7°P^-Jl/] -N— [3-^P 

p-4- (l -< y7Ptr;i/k°^u v>-4-<ju^+-» 7x~;n ^77^^ 

m 2 i$I (#l^l"t£$J#*t 5 0 7, HSS#J 6 ) , 
N— [3- (3-75v7 7x-;U) -2- (E) -7°p^-JU] -N- [3-7P 

p-4- [1- u-trusw) tf^Uv>-4-<;M-*:>] 7x-;u] TJi^y^t 

-Y 2 5 1 8 . 2 8), 

N- [3- (3-75y/7x"JW -2- (E) -7p^~JU] -N- [3-7P 



WO 02/081448 PCT/JP02/03355 

76 

0-4- (1 -v£D^>3MUfc?^'J v>-4-<;U^-» 7xn;U] 7^77^ 

2 <^j^b^#)## 523, nmm 3 8), 

N- [3- (3-75yV7i^) -2- (E) -7o^-JU] — N— [3-7D 
D-4- W>h*'Jy>-7-fM+y) 7x;M 7JI/7 7^-f JMfttt 2%%% 

5 2 5, 42), 
N— [3- (3-75y77i-JW -2- (E) -7D^-Jl/| -N- [3-7D 

-f ;HW 2 &£& (fc^t^fc*^ 5 2 6. £%0i| 48), 

N- [3- (3-75y77i^) -2- (E) -7*D^-J|/| -N— [3-70 
□ -4- [1- (l--fi7 7*Ot!;W hf^U> ? >-4--rjl/^+f>] 7i-;i/] 7;u 
7?H «®? 2 igfttt (0»J^fc-&#)#^ 5 2 7, 50), 

N- [3- (3-7$yV7z-;W -2- (E) -7o^-;H -N— [3-7D 
D-4- [1- (4, 5-7tHP-3H-tfD-^-2-fJW tf^'Jv>-4--f 
J^y] 7x"JH 7jl/7 7t^iW 2111 (W^b^#J## 5 2 9 , 
0iJ5 4), 

N- [3- (3-7i->77x^) -2- (E) -7*D^~JU] -N— [4- [1 

- (4, FD-3H-fc?D-;i/-2— \i^)=yy- A-<)^^ ; A - 

z-*?-)V7^-)v] T.jvy-?^ mm zw&a m^t^m^ 5 5 7 , mm 
m 6 6 ) , 

N- [3- (3 -75 v7 7x~Jl/) -2- (E) -7o^~;H -N— [4- [1 

- (4, 5--7h HD-3H-ep-;U-2—r;i/) tf^'Jy>-4-^M^y] 7 

7,)V7 7*4)Vtm 2&mM (MmltG 5 8 5 , l»J 6 0 ) , 
N— [3- (3-7$y/7x-iW -2- (E) -7d^-JU] -N- [4- (1 

-^^;ue^u^>-4--r;^+-» -3-hU7Mo^^i/7xr;n 7;U77 

=E <i frffiWt 2 (0iJ*Hfc£#J#^ 5 8 9, gfflSft 4 6 ) , 

N- [3- (3-7iy/7x'JW -2- (E) -7*D^-;U] — N— [4- [1 

- (4, 5-yh KD-3H-eP-;U-2 —fJU) tf^Uy>-4-fM+y] - 

3 - hU7;i/^D^5 L ;i/7x-;n 7^77^^ 2&&& (0iJ^fc£#>#-^ 



WO 02/081448 PCT/JP02/03355 

77 

6 13. M1&M7 8h 

N- [3- (3-7iy; 7x-JU) -2- (E) -7°D^-;i/| — N — [3-#;i/ 
A ,: E-r;U-4- [1- (4, 5-vkKn-3H-eD-;U-2— f;U) tf^Uv>- 
4-<M^y] 7xZJW 7^77HJ« 2&^i£ (0ll^fc£#>#*t 6 4 1 , 

N— [3- (3-7$v7 7x-JW -2- (E) -7°o^-;U] - N— [3-^D 
□ _ 4 _ [!_ ( 4> 5-ykh*Dt*r/-;K2-fJW tf^'J i»- 4 — fJU:* 
+ 7i-M 7^7 7 ; E'f;M 2^& (0J^b£ 1 0 2 7 , HWJ 
8 9), 

N — [3- (3-7$y;7x-JW -2- (E) -7°P^n^] -N- [4- [1 
- (4, 5 Pu**W-)V- 2— i)V) ^Uy>-4--fM+y] 

7>;i/7 7 : E'r« 2&^& («^#^1 0 2 9, w 
N — [3- (3-7$y7 7i^) -2- (E) -7°P^JH -N- [3-^D 

0-4- [l- (n-x^;i/^;ua-<5 tr^u ~?y- 4 — nvtt's] ?x- 
;H x^7 7 : e<;« 2Jtg?:& (^fc-&4W§i 099, mmws 7) zmf 



WO 02/081448 



78 



PCT/JP02/03355 






WO 02/081448 



PCT/JP02/03355 





WO 02/081448 



80 



PCT/JP02/03355 



method C 
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method D 
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±tElg£»K R\ R\ R\ R\ R\ R\ R\ R*%.tfniZ, MSB £13****1,, 



R U R 3a^ R 4a % Jfrtf R to te, *-ft-?tt. R l Xi* R 1 ±<D 



tf&m-ZftfzRK R 3 



XteR 3 ±£> 



^H^tlfc R 3 > R 4 X« R 4 ±© 



j)mmZftfzR\ R s XteR 5 



±©fijfts*sfiigi$nfc r 5 , m# R 6 x\t r 6 ±<Dw&mwm-£titc r 6 

R 6b te, R 6a Xte7a/S£>£^S£^U Prote, 7k$?S<Z>&fSS£^U X AO 
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(SI 1 X8) 

*ISJ4, (4) fcWTSft£tt*«ifi-r*XST?*D, (2) 

^DP^l/A, IBtfM;tt&, v^ddi^X 7PP^XtrXmv7PP^ 
>f>© i^/NDy>ftRft*iS ; *tt^if;H-f ;K >M V 7*p t?;l/X— r 

'So 

h'jyptr^^^w x h 1)7^*7 7^ x hu^>5 L ;i/*x7^>x«h , j / \ 

>f >tX;1/tJn7. 7 4 >XU h U 7^7 tMI^T. 7 >r >^c» h U C 6 -C 10 7 y -;i/*7 7 w 
> ; TOhU;P> ? 7xx;i/7jN7;7^ X HJ MJ;U*77-<X h'J^yfM77^ 
X h U 75 1 ;i/7x^;U7h7 7^ >X& h U - 6 -X^P- 2 -7-7^*77^ >^ 
(7), C I -C 4 7JU*;U£ftl^<fcl'T£LTt>«fcV>hU C 6 -C 10 7 'J-M77>f>T* 0 
flF«ICttHJ C r C 6 7;WU^7s7^>^ (#£h'J*7^*77^X MJX^ 
;|/*77^X bU7 0 Pt:;U*77W XXfcHJ 7^;i/*77 -f>J X« h U C 6 -C 10 
7U-M77^> (#i:f'j7xXM77^>, hU^>r-W77^>X}ih 
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(8 2 IS) 

#!Stt, -jftS (1) fctfT*fc£*£Sarr*IgT?*D, 

(a) v7yS£75SVS^<h^&£l*3afc, 

(b) #&Snfc7 5/S0#iIS£|Sfc3rrS£fo 
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(c) 75ySfcjffa0*ft*£*A1"*KJk 

(d) xzrfrotiafrftMfcfo* 

SitS (a) (1) tt2JfSP£j&>S»fcSEj£Tfc5. 5tef» Hlftfttt, ft<Z)#£T* - 

x^ l^>^ U n-;i/^7 ^x-x;KZ> «t 5 fcx-xJMJI ; 7-fe h >Xtt* 3MI/X^;U 
$-h>OJ:"5fcfrh>S; Sfft^^UXttffftx^Oii&x^T-^MH ; xhn** 
>©<t:-5&XhD{fc£^ ; *M75 H, N, N-5>*3MUsKfcA7* h\ N, N — 
y^W-t! N75 y/>©i5^75 K« ; y^fJl/ 
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\zi?2un*?>T~&K>. mzftm\zW\uy><\:m<t7kmm Officii 

(, > ^ o 7 ;kn - ;k+ jK^ff to n 3 o 
>7Jk*>^, ^>-t?>x;kft>$?x«p- h;ux>x;k*>i?£>c);5&7Jk*>^ ; 

iiScteu =#flj*2*» ^b7;usx^A, din, mm®, mt^m a 
Kfommit, mwt&to. urn, E^umz^xmu^, »#io#w75S4 8. 

KJfc (a) (1) <DB2 mmt. *HWTf4*l/fc-f 5/x—r;Wb^*S, SP7 

>^x7#^£-t±&£j£T*&£ 0 cosistt, aft, *«tt»j»'k 7>^x^a-t^ 
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HUfett&v»*«, 0Ha.fc& j**/-Jk x^y-;k 7°D/v-;k 2-7°n/v-;k 

jffjitc«, y*y-;k x*y-;k tK, ^7ky*y-;kx«^7j< 
x^/-;ke&9, #t;:$?ilK:te, ^7K/*y-;ux«^7kx^y-;k-e&3. 

M$n-57> ; ex^A-1'^-><7)7> ; EX^A^t 09*. tf, 7>^EX77jc, 

^L7> ; EX^A > ^7> ; EX^AX«^-n^0?g^T^O#, ffjfifcte. &fc7 

«M§pHH *147}M13i£»4T&9, ffjfifcte, 7> ; Ex77jcRtf^£ 
Kfmmt, R*Kk#*, tt& SJfcfflglCcfcoTS&S;^ ffififl 0&M75M4 8 
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5& (a) (2) te2S»a>e>fc*KlST?&S. 5"cf, nw, 
ftmzfaVX&Wfr&l' \ -h'J;u«*k h*P*^7S 75 H^-> 

; 1>£PP**>, ^DD*M, Eifi^^*, 1, 2-^DDI^>. £ 

x^1/>^Up-^^^5 1 >iI/X-t-;1/©J:3^x-t-^ ; 7-fe h >X\t^)Vn^)V 

-r v^d - HJ;K&«fc5&xhu;Mi; x*/-;k 7*d/v-jk 2 

N, N-^^5 L ;i/*JUA75 b\ N, N- *J*T)V7*. h75 KXttN-pWl/- 2 - 
)V) 

^7 A O «k -5 ft: 7 U *«^»4fiBi ; HJtf A. &»**#U AXfclfclfc 

tK* U ^ A©«k -5 fc7;kfr U ; S)&^ b U -7 A<£ J: 5 &7;k* U £JI 
$111 ; 7miti- MJ «7A, 7K$?» U V AXteimit 1 ) &<D£o &7M 'J £ 
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JR*BMfc*8i; *MJ£A* :f HJ^AXh^vK, # 1 J £ A t - :7> * -> 

■J^>, 4- (N, N-y/fJl/7$7) If'JyX N, N- 3^7X1) X N, 
N-^X3Ml/7XU >, l, 5-^7-tfe^^D [4. 3. 0] y±-5-X>, 1, 
4-v7it*t*v^D [2. 2. 2] :*^> (DAB CO) Xtt 1 , 8-> J 7ift*->^ 
□ [5. 4. 0] »^>x^-7-X> (DBU) OcfcS&WttMfiSStTf&BI^ frigfC 

j&m£V3frt>mfti<tizifi* ftizmffi'mm-tzztteK. ^K^\zm^z.thx^ 
fcfo (a) (2) <Dm2mm\z. f^im^x^hrz75.\ i ^^>A^m^:Mm 

Tfr 5 H <?: t> T * § . 
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->x^>x«vx^i/>^UD-;u^^^;i/X-^>»I/©ck-5^x-5 : -;i/^ ; 7-fe b>X 
\$*?-)VJL3')V A r b XD&otetr b >m ; - h D**>0«fc5fcx h uft&tom ; i&v> 

o'Ct&d, #afctti ovnms ora^, 

l$IH!75£ 2 4 WIT* 0 . 5 1 2 P#|HJT*<5. 

ft) «. as, §i#^^Tfft>n?>o ^ac^o. -g, $ 

Hjfctt&n* 1 , 0y*.fcf, ^-y-x X^D'vHrx a^X iJ^n-r>Xtt5*x 
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ikfcmm ; v^dd/^x ^□□7jx;i/A, Ea^{b^> 1, 2-v^odx^x ^ 

h>K>£5&^h>3K ; xbD^^XDck^^xho^'^ ; 7-fe bx h LUUXW: 
-f vy^axh'j^cDckei^xhU;^ ; ;*^y"-;k x^/-;k -?uKJ—)V* 2 

N, N-y^?MJl/A7SH, N, N-^^;U7-fe b75 KXteN-^^U- 2 - 

o». jeFjfittt, 7;kp-;Mi (#ic**/-;kx«x*/-;k\ mm. jfew*ttt 

BKfcA^v^A-ft** 7^--7^k 0S>£A-BMfc7;i/5xC7A, A^x^A- 
ISffcTC&tK iff jHc« 5 B#Pb175S 1 2Wfe^ 

s«*k:**JnA, *£fflfdLfctr»»a (fafcf'O-ifx x-x;k stfcf- 
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mmofcfo (b) t$c2> t&mzftit7$s&<Dum&$:&&t&Ri&i it, -mz 

7$y&<D&mmtf. #ju^jus, 7-tr^jua. ^yv-ovm. ;* u+^ji^xju 

xh^v^JUtfxjU^ t -^h^v^JU^xjUS, 
~>ftjU#-jUS, t -7h*~>;*jJl/#xjUS> 2, 

b*>-;>jju#xju^ tfxjU3-*:>#jufcjus, ^>yjUxj-^>#Ju^xji/S, (l 
-7izjw ^>^jk**>-#ju^xjus, 9-7>xuju^^u^*v#JUfcjua, 

p-^ h+y^/yM^y^J^'rjUXfip-- hP^^JU^v-^Jl/tfxjU 

&ffl£n&®^ 0s*tf. j» >j>k» h u 7ju:*p»t? 

09*. tf, / \^1t>, A7'^>. U^D-f >Xtt5»x— r;KZ)«k5*JI& 

y-jk x^/-jk 7'p/w-jk 2 -^n/v-juxtt^y-JUoj^fcTjuzi 

-JUS; *;UA7^ h\ N, N-v^JU*JUA75 h\ N, N- vpWU7-fe b75 
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Lfc^»ttt (0iJ;Lfcr^>-fef>, x~rJk RKx^jUS) *Jn^.ttHib, BW^*ft 
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&7;i># U &JKft&$£ ; h U "5A» BR*** 'J £ AXttKS** 'J 3=-tf 

*->K. *U£A t -^h + ^KXttU^A* h*^H©«fc5&7;W*U&«7;^ 

huxw$>, hU^;P7 5>, > > -ryyptf;ux5 : -;P7S>, n-*^ 

;kE;U*U>, tf'JvX 4- (N, N-> ? ^^7^>') kfUv>, N, N-v^^ 
)\,7—V>. N, N-vlW-'JX 1, 5 -^7+f tf'>^0 [4. 3. 0] 
-5-X>, 1, A-VT^M-yOu [2. 2. 2] (DABCO) Xtel, 

%- i J7*f\£ 9 st?u [5. 4. 0] r>>x^-7-x> (DBU) ©J: 5 

ffaSfctt, 7** U &JHiS»«BS (HMth'J^AXW^'J^A), 
7JU# U &JB#Btfb4&S (^(C7K^b^h'J^AXtt7K^«'J^A), 7;fcfrU£fll 



^>tf>©£3fcAoy>fb&fb!Kil8K; ^x^x-xJk ^V^DWH-f^ 
rh7kHD77X v^*+J->, h + y I ^ >Xliy 1/ > |J □ - Jk/ / f 

y-;ux«^y-;u©«fc-5^c7;m-;^ ; *^A7$ k, n, N-y^fWA 

75 H, N, N-v^^;U7-feh75 K X«^*1M 3^1/1) >$? h U 75 H0«t7&7 
5 FS; v^^f JMM+y HXf^M>7 >®J: 5^M+y HIS ; Xtt*t±IE 
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v u jk KXtt h u * »J ;u h u 7 □ * 7 >>uws*- h &miz> z. 
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fc«fcoTBWibs<»j&*f§&:na. ft&n*a«fc£W;k&Bfc'&i*> 09* fifing 

(Dm&(D&MMKK!fc\z&&m£j3&tmmzW£t ; b z WtrtyWA. 

7 s y s©«8i^. c 7 -c„ 7 ?;u*;u:t+ y*;^-jHT^ s 

z^zztiz^v &&rr ttmx *m ^ t i&^-t a # & * # & z t an? £ 
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75Si o otT?*o, temiziti o'CftMs ox:t°&z> b 
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^H-xJk fh7k KD7 5>Xtt'W*>©«):5&x-f Jl/S ; N, N-v* 

«^»aT»o, swiicra:, 7-h>i (#ic7izh», )\u?>fcmwmm w 

ffiffl*n*»ftffltt, W*fcf, iflWfflfc&'J*A, Mi^HJ^A, 7>^EX^A-fe 
'J-)At^FHh (CAN) Xtt2, 3-5^DD-5, 6-yy7;-p-^>7 
3V> (DDQ) T*£Df#, $fig{3«. CANX«DDQTS§. 

SJfcfi^ra:, »j»x««[fflSns^kS!l^k:«koTlS4i:-r4^ ssto'c 

75S15 0'CT&9, »3Sfcttl Ot:7iM5 0^7?**. 

jR^wtt. its®* mmxfo&%-tsnz>m<mmz£?T:mk?z>&. mm 5# 
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*igtt»«*K tt[*?¥flETXtt^#«ET &S#£T) , i*H R 6 -Xa (Xa 

5«:»**ttfl:**a ; v^od^X £dd«KM,a» B3^b^> l, 

^;ux— x;k ^<vype;i/x-x;K fh7tFD77X xt+ttx ~x*h* 
^x^>x«vx^i/>^up-;i/x^^;i/x-x;ucoj:e)^:x-7 1 ;^ ; 7-t hxx 

^;^A75H\ N, N-y^fWM75F, N, N- X*3Mk7ii h7 5. KX 
g 1 ? A©«fc3fc7;U;&y&JR&BtfS« ; MJtf A, #*#SS#U*AXttJR 
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- (N, N-y7^1/7Sy) fcfUS^X N, N-^W-'JX N, N-ylf 
;|/7-'J>, 1, 5-^7+f£'>7D [4. 3. 0] y^"-5-X>, 1, 4-v7lf 
tfS/^'p [2. 2. 2] (DAB CO) Xfil. 8 - vJlt'b'v^ □ [5. 4. 

o] «>>x^-7-x> (dbu) <Dck?&wa&s^T&o#, »atctt, t;p*u 
»<«*s*-r s 2i <h tc ct ? x g wfl:'&iw»»&n* . » e> @ «^*tt^s& s > 

Ej£ttfcv>#, 09*. x^y-;k 7°QAV-;k 2 -7aAV-;h 
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; y^>x;u^>i?> hU7;M-D,* x^>7;i/*> 

&<t>&5tz7)ifj v&mnmtmm ; h u 7a> ?mitti u SAxa* 

MU^7A0J:^75:7;^U^M7KM^T*O#, ffaiCJiTKRft^ h 'J 7AT 

7T>M1 5 0*C (Jfigttt5 0*C7I>Ml 0 0°C) T$>D» 3^, 

0#M75S4 8I5W (ffjiHtt3I^W72iM 1 0 9* W) T&D, 
fcEJfcTWu 5 1 OEM (ffjgfcttl 0 #R875£ 3 P#Pfl) 
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SffS©SJ5& (e) r«g|$tlfc*»«©«8IS£l^*"rsSJs6:j tt. fll*^ 

yDj^T^" 9)V—77> - 4> • v>-t->X, $3JK, T. W. ^ 
U— >»7>H«P. G.M. "7yy, va>'7-r U — 7> K-^>X--r>^ [Protective 
Groups in Organic Synthesis, 3rd edition, T. W. Greene & P. G. M. Wuts; John 
Wiley & Sons,IncJ ft&Jjmz'&Wrt V Z.tWT£Z> c 

7m%(D®mm^ ts^s.)m. 7-tr^;u*. ^>^/ovm. fh7tHae7>- 

D^^tf^>-4 HI'S, Th7tHn77>-2-f;|/S, f F7tKDft77 

v^wug, tf* i -xh^->x^;us> 1- (4 

vtj;^x;us, 2- hu^^;i/v<j;i/xh^'>7j;^x;i/S, 2 -yn^e- t -7*h 
*->#;u#x;u&» 2, 2 -y^a^- t -yh^v7j;i/#x;i/S, ¥-)Vtti/%)}/ 
#x;ug, ^>^;i^*s^;u#x;m (1-71-W ^>s^**v;&;M*x;p 
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p**>> ^dd*;ua. y^DDI^>, ^□D^>if>X«> ? ^PP 

^>if >©i5^APy>Wfc7j(ii ; xXfj|/X-r;k v -f 7 7 P tf 7l/X~r;k 

~)im ; *7UA7 = h\ N, N-^fM;^7$H, N, N-v^^Tii h75 
KXte^+lt^WHI K(Dcfc5&75 H9I ; y^mj^yKXIi^ 

si 5otnr&^ ^ii(c«ot:75M6 oms. 

0 s#f B lT$ 0 , KMlzte 1 0 #75S 1 2 raT&3o 
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* 

&7;u# «J &mmmmm ; h u v a, kb*** u 7 ax«k»** u ^7 

U 7 AOcfc 5 &7;i/# U ^«*S5<k%3S ; *Btft:J- h U 7A> *HMfc* U 7 AXtejfc^ 

ft 'J ?VJ*<D&o1X.7)\/1l U &«*lfrfc#j8l ; :T h 'J 7A* h*~> h\ ^ h U 7 AX h 
tvH, #U7A t -yh^vFX&D^A* h*~> H©J;5fe7;U* U£»7;H3 
KS ; ^^M^* 7°* >^ h U Oi^Xttx^MJ^^ y-f h U 

5>\ h'JX^7$>, HJ73MI/7SX y-rvyntfju^i/T^x 

JWWJX tf'J^X 4- (N, N-y^f;i/7$/) £«J5?>, N, N-v*^ 
;U7X'J>> N, N-yI^7-'JX 1, 5-v7tfti'>7a [4. 3. 0] 
-5-X>, 1, 4-v7iftf">^D [2. 2. 2] ^7^> (DABCO) X«l, 
8-^7tft*v7P [5. 4. 0] 7>x?-7-X> (DBU) 
T£?m> frfcfcfc, 7;P*y&JKft»ifia HJSAXttRKj&U^ A), 

7;U* U #JH*SMt«j£ (ftfcTKKfc?- h U 7 AXWaKBMt* U 7 A), 7;U* U 
7JHJ*->KS (ttfc^MJSA* h+yK ^hU7AXh*vKXte#U7A- t 
-7h*vK) (<RfKlkK7> ? >Xtt^^;W7 5» 
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» 

s<>lL><D&?U/\u¥>ltm4t7mM ; yXf;U-r^ V 7P tf;kx-x;k 
f h7kF077>, v*-*1fX ^*vx^>;mvx^l/>'/u:3-y-k:/^3 1 
j^x-7^l^©£5&x-5^>MiS ; Jk x^/-;k ^PAV-;k 2-:/o/\ 0 

/-^kx^^y-jkDi^^yji/P-;^; *;ua7 5 n, N-^pWk*;kk 

N, N-v^^;k7irh7 5 FXte^li-p^kJ >^ h 'J 75 K©J:573:7 

h^yy^f-^z^^x^zmmx^^. 
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[stt^hoT&nte&izm&tte^tf* s\*-vyx\ty>7u<\* j vry<D&ot$. 
mmmmtimm ; huxx oayxit^yuyo^ot^mmmty^mm ; 

9MUx-7\>k f h7tFQ77 yxit^^yo & o &x-t-;ms ; iiifjw 

7)i^-)m mz*$ y-)i>xttz.? munmrn m\zmm 
xmm>> xitz\n^0mmmmt^t0m^mmx$>^> o 

7}£l 0 O'CT&O. MKtel 0°C7iM5 0^5. 
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PCT/JP02/03355 



^JUX-5^k fh7k HP7^>X«> ? ^+tf->©J;^/cCX-T-;i/j® ; N, N-v* 
9\MUUA75H, N, N-v^^JU7irh7 5 KXte^lM^MI^X^D MJ75 

mmznzmkmt. m%.& mmttivvi** mmwti-hvvj** jy^-Vk-t 

* * 

U^At-fM/O (CAN) X«2, 3-^PO-5, 6-vv7/-p-^>V 
(DDQ) T&D^ ffiSKlfi. CANX(iDDQTi5§. 

TiMl 5 0*CT*0» Jfjgfcttl 0^7555 O'CT&'S,, 
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■ 

>XttvX^U>^UP-;i/> ? ^^X-x^<D < t-5^;x-^>'^T^f3t#, flfigfcfc 
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E£»7&, fcfomz7k&$Qz.. #£®fdLfcW8» wz.\$'<>v>* x-^;u, g£ 



(£ 3 IS) 

#x*§«, -jKS (6) *wr*^«s«ji-r*xgT*o, -« (2) 



($g4X*§) 

*Xg«, (a) fc£#J (6) <&zK»S©#«S£|Sfc£TSXg, Rtf» (b) (a) 
XgT?f&Sn*te£*£, (7) 



,6a 



(7) 
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M# (a) «, Jg2H§ (e) £|WU£k:, (b) it, miJLmtmMlzLTftD 
(Sfl 5 IS) 

#ig«, (9) -c*sn*ft:-&«b*§ftifi'r*igT?*o» 
a (Ph) 3 pcR 2 cHo [5^'=p> Ph«7x-;i/ss^u, r 2 tmmtmMm&TF?,] £ 

x^i/>^up-;i/v^^;ux-x;u0ct-5^x-x;um; *v>tt, 7-fehxhu;k 
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cm 6 xm 

<t&® (2) £l«rr*IJiT& D» it&m (9) & 

— r-;UO<k'5*:I&JfiK«ft7K*ai; ^>ifX h;l/X>3Ui*$'l'>0«fc5fc3r§lJj& 
W^;^dd^^>> £ mmtmM, 1, ^7 

x5 1 w>^Uri-;i/v^5 ; ;i/x--x;i'(DJ:-5^x-x;u^ ; /^y— ;k x^/-;k 
mm (4fc^>-tix h;kn>x&*vk>) sfctex~r;MS (#i:vifjn-fJk 
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* 

(8 7 Rtf 8 IS) 

*is«» (id s*-rsfl:^«*«5i"r*iSTr*o, 

i£ HCCCH 2 0-Pro Pro ttWS6tW*«*»"r.) fcWTSffrfirtb*. 

(f§7) 3Rgtt»«E*Xt4»«E^#ftT C»*Ctt, JSrtSEWfi"F), *fn-jl. 
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>^pp**>, ?pp*;k^ eg&ffcpeS, 1, 
yifju-fjk v 7p t^kx-T^k xh^hKc^x v**+>->, 

OTCT&O, «FiSK:tt3 0*C75M8 orifft*. 

i7ig©g^p$p a i}w^^ urn. Kj&um\z&?T&tzz>tf. mmoftm 

Till OBSWT&D, »iifctt3 0#M75M5l$lifl-e*S. 

; 5>*dd**x £pd#;1/A, raifift^, 1, 
^DP^>-t?>X«v^Do^>^>©«fc5^Aoy>«tt^ ; vif 

JkX-xJk SMVT/Dtrjkl— rJk fh7tHD77X v^lfX >>*h*i/ 

x^/-;k 7*P/\v-;k 2-yp/w-;k :/^/-;kxkH v^y-;k©«t-5 

(#Ch;kx» Tabs. 
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y 9 7 >J J^7 y 7 □ >J b*2*#:T&D^ !fll:ii fh7 

tt#Xfc^LA°7V'yAtfy; (y'7irMX7^7iDt» i^^, 

>7A©ck 5 fcJJkfr U ; h U 7A, m^7K?£# U 7 AX«|5^ 

zK^U^^A^cko^j^TJU^M^m^ ; ^-hU»7A^ h*->h\ ^b'J^Ax 
b^y-b* 7JU7A t -yb^vKXteU^A* h + vF^ct^^y^'J^mT;!/ 
n^vb'SI ; sU^, bUX5MI/7 5>, b'J 73^75 X S?-f V7°n t?;l/X^;U7 
5>> N-^tMWI^U >, tf U >^>> 4- (N, N-> ? ^^;U7Sy) tfUvX 
N, N-y^W-UX N, N—7X3MU7XU X 1, 5 -v^+ftfv? □ [4. 
3. 0] ;t-5-X>, 1, 4-v7-tft*'>7n [2. 2. 2] :t7^> (DABC 
O) Xfcfcl, 8-y7^y^D [5. 4. 0] 7>x7-7-x> (DBU) <Z)<fc5 
&WEI7$ >SiT&Dt#, frilCfi, 7)W)&M'7)l?*i/\ i m (^K^ b U 7 AX 
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a. K1&&7&, Rtmiz^m^ TKtwfaLu^mm. mxu^y-^y. x-x;k 



(fg9Xg) 

9Xgte. (2) *3BjfiTSXST*0, -fb^tJ (11) 



(m i o xs) 

i oigft -hrss (i4) *jrr^b^*«ifi'r*xg-e*o, (12) 

(a) -JftSC (13) t^^nsft^* 



(13) 

*t£«j (12) is^s 

Xtt, fc£«J (12) fc*H*T, x*<7jc»s*^-r»*&, 

(b) ^©HfiS: (1 3) 3RStt*«+T, *77^ >£l£7yfb£^<D#£ 

&43> #x@te, ^lxstisieitcLTfffe'S^^Tffr*. 
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(a) ft : 

>>?dp**>, *pp*;UA. Eififclfc*, 1. 

^>X«vX5 1 I/>^ , J3-;Uv^5 1 ;Px-x^Oct^^x-5 1 ;^ ;rha^>o 
cke>^xhP^#)M ; 7± hxhu;UXtt<v:?^PxHJ;U©«fc5fcxhU;i/g ; 
#;UA75 K. N, N-y/fMM75 K. N, N-S?^^7-fe b7$ HXttN 
-^^P- 2 - tfp U 5V XD<fc^j:7> Km ; *J*?-)V7,)l-fc* : s KXfiX 



A©«k"5^7;u* u iiitii h u ^a, k»tK** u o ax«&b?tk 

ttl&Si ; JMWfcU^-tfA, 7K*^hU^AXtt**^*U^AO<t57a:7;U*U^JR 
7k3fcftt»S ; frMki- h U «7A, TKBMfc* U ^AX^RteU^AOJ^j&^Jkfc U 
&Jg*$?MSI ; ±HJ£A* b*vK, *HJ£AXh*->K, # U-7A t -7>* 
5> KXteU^A* h*-> K© < k'5fc7Jk& 'J^l7JI/3+y K^S ; h ijx^7$>, 

hU^;P75>, v:/nt^x3^7$x n- pwi^u* u >> tfu^x 

4- (N, N-y^W$7) tf'Jv>, N, N-y^W^'JX N, N-5>X 
?JV7' I J>, 1, 5 ~v7-iflfv'^P [4. 3. 0] 5-XX 1, 4-y7 

iflfv^P [2. 2. 2] (DAB CO) X\t 1 , 8 - v7tf tiv^ P [5. 

4. 0] «y->xy*-7-x> (DBU) ®J:3fc#»ifc£»; ^JUJ^A, X^;U 
'J^^AX«7^U^0A© e fc-5/cC7;Wl/U^^A^ ; gfc^Ji, U^^Ay^f V 7° 
Ptf;U75 KX«U5 L »7A> f v^P^->;U75 HO«fc-5*U^A7;WU75 K 
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HJ^A). iI7J^ + yh*i m\Zj- h U ^ A;* v K) XteTJM^HJ^A 

*Ig<7)S^M«, Slffb^tl, §3II^Ke};oTM&3#\ S3?- 1 0^7551 0 
0°C-e&9, ftmizte- 5"C7}S5 orir^^o 

i i xm) 

-jft^ (is) z&tz>ik&wzmmTz>ifmT*&o. R 6b a*-^ (i 

7 5/S<D&^*©JM§I«, fffjiL^|g2I@ (b) \zmCTft?z\trfr%z>o 

ti&. *xm\t. R 6b ^-^ d7) <$<DR 6a tmcm&&T*$>z>m&izizgmzti 
(m 1 2 xm) 

-«5* (16) ^T^^tJ^glii-r^^T^O, HK5£ (15) I; 
(1) TO'ftM*. isSH R 6 -Xa (Xate> /\oy>^ m\Zi&mX\$0kmm 
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7;Up*vS (tC/h+yXttih+yi) &m<DW&T> KJ&Z'&ZtiK 

(2) TOtt^f, 1411 R 6 -Xa (Xate, }\utf>WLT (^K&SXteJUiim 

(3) ^ii:l^S6®(Z)m^h>X«, ^ic3 7!;S8<@OS 

E£ (1) «, flfi£Ufc&2Ig (c) CJptfTfr 3 

3fc#S£JIMfc**»; 5>2no**>. £pp#;UA, HtKi, 1, 2-v^P 
•>i^ >Xttyifl/>^'J p-JP v/^;ux-x;i/©ck 5 fcx-TJHH ; ;* * y" -;k 

y7A, fi^7y7Ak7 (h'J7i-WX7^» ftgflc. Ift/^yyAk'X 
7i^*^7^y7xOt» ^XI»t7yWa (h>j7xZM7,7>f 
» W7y7A*7>7^>i8*;^H MJX (y^>y'Jf>7t h» y/^ 
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h'J7Ph°^77^ >, h'J^JU^77^>, hi) t - 7^**7^ >. HJ^ 
>fWX7^ >Xteh 'J^\^'>Jl/^7 7W >3£© HJ C,-C 6 7W*X7^ > ; h 
U7xZM77^X h >J -f >xn;i/)jN7 7 4 >X(ihUt7fM7>7^ >«0 h 
U C 6 -C 10 7 >J -;^7 7 W > I h'J;i^77i-;i/*77^ X h'J h 'j;i/^77^ x 
h U^y5 1 MX7^ X h U 73MU7x-;i/*7 7^ >Xte HJ - 6 -X3M!/- 2 - 

t7^M7>7^>^©, C,-C 4 7;WP&filftSi:UT^rLTt)«t^hU C 6 -C 10 7U 
-^77^>;ttt2- (^t-7>M77^y) t*7x-Jk 2- (^>7nA 
+yMX7^7) t7i^Mll 2- (yy^D^yMX7^;) -2 1 - (N, 

n — x* ^;P7 * / ) if7i.-;i^T2bO# l jfli:iShut-7fHX7^x 2 

- (i?t-7*f;^7v7^;) k'7i"Jk 2- (yy7D^yM7 7^y) k*7 
x-;k5ttt, 2- (yy7D^-/M77^) -2'- (N, N-y/W$;) 

A©£5fc7;M7U&JB»R&i££ ; 3"hU7A^ h*->h\ ^ h U 7AX h*~>h\ 
3-HU7A t -7>*xb\ #U7A t -7* KXte'J^7A;* h*~> KOJ^ft 
7;l'* , J^JR7;m^->Ka ; ^t^«, HUlf^75>, h'J 7*^7 5 >, XfV 
7 4 ntf;i/X5 L ;U75>, N-*^;HE^#Ll>, fcfUvX 4- (N, N-v^^7 
5/) If'JyX N, N-y/W^UX N, N-yIf^7Z'J>, 1, 5-v 
7ifH->7n [4. 3. 0] ;t-5-IX 1. 4-X7lft:X7P [2. 2. 2] 
^-7^> (DAB CO) Xttl, 8-x7+ftfX7D [5. 4. 0] 7Xr7~7-X 
> (DBU) ©<J:5ftW»7 5>STr&98» ffjifctt, 7MUM7;Vn+yFi 
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R^raMM-ert!> S«ffl«lC«koTft3a:S*<. JUST 3 0#W75£2 4B# 

7-feh7;PxkK. ^D/O-l-^X 7°OA°>-2-:*> (T±b», 7*?>- 

z-*y. ^y$y-2-*y. '\*u->- 2 -3-ymtfmf<bn, &m\zit, 
flaK*« ; ^on^>, ^ddtK^a, ra^b^. l, 2-^odi^>, ? 
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« N - ;* - 2 - tf □ U V J ><D i "5 fc 7 5 H ^ ; i?* H XteX 

sjp^m/^fc^ k& »sa*fcj:oTji**^ mis i o ftmnm 2 4 
p b it& 0 » $? 1 b#^71?m 1 2 n#p.re&3. 

RJfcfe7&* SjeSt^TKSrttlA. TKtfflftL&^SH* (0>J*J^>ifX X-xJk W 
#*isVl*<#&m^TfflkZlt1t&* ^i^Sit ^ ^ <!: I: J: o T I ^ n 

01 1 3 IS) 

#igfck ft^tt (17) s»irr*igTr* 0, its® (14) (1 6) 

( 1 ) 1 5 &E©**gHSCT ($F ififctt 1 SUE) . gftjl 

so7ays^©a7cffiSriifflr*i:tic«koBj«sn*. 
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-f >Xlffi}fti-f;i'0J:^»M*ll ; ^XtfX h jkn XKte* k XD 
«fc5fc##»i#Mfc7K*£ ; v^pp^X £pp*;UA, Mfc^m, 1, 2—X? 

X^;kx— rJk XT77*P K;H— rv/k Th7tK077X v^+tfX ~X* b 

;k x^y-;k 7"dav— ;k 2-7°P/ty-;k ;uxtt<y^y— ;uo 

£Jfcffi«tt, M^b^#J, tt**fc«fcoTftfc*j&t, 1 0"C75Ml 0 ora 

R^MttK*Ht£#K It*, EJfcfigfccfcoTafc***, SI* 1 0 #IW75S 1 0U# 
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%.i&M.mt, wJrMt^m. fflm\z*L?x8fez>ifi. m%-i ovnmi oovx-b 
mt* o , ffaicti 3 o ftmnm 3 i$mt»*. 



(H 1 4 X@) 

#Igte> (3) SWT^ft'&ttSrRii'rSIgTftO, fc£$J (17) 

^ffitt»«Et, itg^ftTXteTOftT (#>lfcfcMft3&¥«ETh -«5fc R 3a -Xa (5fc 
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^y^DWH-fJK fh7th'D77X S^^X "X* h*XX^XX«V* 

* 

frhXDi-SfcfrhXSi; X h □ * * X^ £ 5 ftx h CMb<&tim ; Jthrh'JMtt 
-fV^axhUJUO^S&XHJ;!/^ ; *;i/A75 b\ N, N-y^^l/*M75 

fj^Kiifh7kFo77» x«7a rm m\zu, N-y^^MA75 h) 

&7;i^ u ; ^»7jc*^ h u * a, u v &x\mwt*m U 3^ 

ij »7 AOcfc 5fc7;kfc U &JSzK5!Hfc4&£ ; TkiKb^ h U -7 A, TKKfb* 0 r7 AXte7k^ 
flS'J^^AOJ:-5^:7;P*U^JR*»<k«JS ; ^hU^A* K+v-K, th'J^Alh 
*->K. *U7At -^h+^KXteU^tfA* h*->K©«fc5fc7;i/:&U&JK7;p3 

3^7 5 x v-ryyatf;i/x^;i/75>, n - * ^i^w* u x tf u s^>, 4- (n, 

N-y^W5y) t'JyX N, N-X*9MU7X>J X N, N-XX3\>K7X'J 
X 1, 5-X7-tffcTX*0 [4. 3. 0] /t-5-I>, 1, 4-X7+ffcfX*0 
[2. 2. 2] ^-^7^> (DABCO) Xtt 1 , 8 - v71ft: X* D [5. 4. 0] "7 

>x^-7-x> (dbu) ©i^MtsiTSoti, ffjictt, 7)iij*)&mm 

f7AXWIftthU7A) 
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Rfomrmm® its®* fcfoMm\z&-DT&fcz>&, mm 0^524^ 
&fo%ki'&, Kfomz-fczmx, fctmftivtz^®i& m^to^y. x-x;k m 

*ftm<D%mt&vs (5). (7), (8) a 2) 

)l ' ^T57> h 1 J — • l/^-X f§8#, ^2 7 71 (1 9 9 8¥) [ Bioorg. Med. Chem. 
Le£L, S, 277 (1998)] , rh^^HDy - 313 7 #, S£6 4 3 9JC (199 

63=) [ Tetrahedron Letters , 31, 6439 (1996)]^}. 

H^JtjftttJtf (Hz) T^Lfc (0.5Hz #ffifci5GlLfc). *J y7V >tf - K9~->\t> 



d 




dd 




ddd 




dt 




t 




q 




m 




s 
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N— [3- (3-7^yV7xZJ|/) -2- (E) --fn^-Jl] -N- [3-^D 

2jfttt% 1 ) 

##^!|7Tl#^nfcN- [3-^OD-4- (1 -^^tf^'J v>-4--f;U^ 
-» 7x-;U] -N— [3- (3-V7/7X-JI/) - 2- (E) -7'P^->»I/] 
^yt'f^Wx?^ (9 3 8rag) &v^DP/^> (3 0ml) RXSx? S-)V (1 

Mj^Lfco K^m^m&ymm^tz^ %kfe*x?y-)i (20ml) mt 

jy^-^kimW. (1 8 9mg£7kl 0m 1 \Z®M) RZS2 8%7> ; 6-77K (0. 
3 5ml) *1iU7Ltz'&, £UT-®>mWLrz a Kfom\Z4N M7K^^^it>M 
&toKrc'&, MJETMU SS^^KH P L C (YMC-Pack ODS-A; YMC, mtti® 

ft^8 4 1mg (W7 7%) £«fi»^li#:£LT#fc„ 

'H NMR (500MHz, DMSO-d 5 ) 5 ppm : 1.22 (3H, t, J=7.0), 1.90-2.08 (2H, m), 
2.14-2.26 (2H, m), 2.74 (3H, m) ( 3.00-3.10 (2H, m), 3.32 (1H, m), 3.40-3.50 (1H, 
m), 4.19 (2H, q, J=7.0), 4.41 (2H, s), 4.47 (2H, d, J=6.0), 4.62 Rtf 4.87 (It 1H, & 
m), 6.44 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.31 (1H, t, J=9.0), 7.41 (1H, 
m), 7.55 (1H, t, J=8.0), 7.60 (1H, m), 7.69 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.89 
(1H, s) ; 

IR (KBr, cm 1 ) : 1737, 1675, 1352, 1156. 
^#12 

N- [3 - (3-7Sy/7x-^) -2- (E) -?U<~)V] -N- [3-gP 
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□ -4- (1 -pt^Ufcf^U v>-4-<;i/^-» 7i^]^;i/7 7 : E-f^ 2 

(fi»J^b^^#^ 5 0 5) 

mmmix-nzfttzN- [3- (3-7$y/7x-;w - 2- (e> -?u^-m 

— N — [3-^OD-4- (1 -t^frVmvy-A-l frttv) 7i-JW 
7 7 : E<Mil? ; ^ 2&i?*g (4 3 5mg) $3Nil? (20ml) »8?U 

6ot:T6. 5P#r B m^Lfe. s^^^^t^l^ mje™s£u 

1XHP L C (YMC-Pack ODS-A; YMC, : 1 3 %7-fe hx h LUk/7jO ~C%m 

lUc, »5ftfcai£j&H#&lN W (1. 0 0ml) \z®MLtc&> MJETM 
ftHS-frfc. H*l&#fc:J»*U **Sft«Ktt-f II ^fEfl^tl 2 4 3mg (JR 

¥5 9%) £&£48^@#£LT#fc. 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1 .94 Rtf 2.03 (If 2H, m), 2. 19 (2H, m), 
2.74 (3H, m), 3.00-3.10 (2H, m), 3.30-3.50 (2H, m), 4.28 (2H, s), 4.47 (2H, d, 
J=6.0), 4.61 RLM.87 (It 1H, # m), 6.44 (1H, dt f J=16.0, 6.0), 6.58 (1H, d, 
J=16.0), 7.31 (1H, m), 7.41 (1H, m), 7.55 (1H, t, J=8.0), 7.60 (1H, m), 7.69 (1H, d, 
J=8.0), 7.73 (1H, d, J=8.0), 7.88 (1H, s) ; 

IR (KBr, cm 1 ) : 1732, 1676, 1348, 1155. 

N- [3- (3-75y/7xZJl/) -2- (E) -^□^-Jl/] -N - [3-^P 

□ -4- (1 -X5 L ;^b°^U^>-4 ^Uk£±kl 7xZJl/] XJ^rHMIl 

2imm. mmt&mm^ 2 ) 

0%mi 3T*§*>ftfcN- [3-^PO-4- (1 -x^;nf^u^>-4— r;M* 

*v) 7i-JW — N- [3- (3-v7/7x-;U) -2- (E) -7n^x;H X 
;P7T : E-r>'U^X^;U (12 4 Omg) S:v^ODpC^> (3 Om 1 ) RZfXpS- 

jv (1 5mi) 0fi£»**ic»#u *&r> ^k***ai;fc^ «ft*iTtn? 

7B#IB!J«#Lfc. SM^METiiL^t, mfe&X*/-)], (2 0ml) fc»#U 
mt7> : E~01±7mm(2 4 3mg?:7Kl0ml \zmm)mS2 %%7>*-7fr(0. 
4 1ml) MT-0Uf#Lfc. SJSttlC 4 N £fc**5?:**1t>»tt 
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SiDAfe^ «JET»llSU iS^HPLC (YMC-Pack ODS-A; YMC. 

ft^«8 0 7mg (W5 6%) £&£&£^@#<hLT*#fc. 

'H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.22 (3H, t, J=7.0), 1.26 (3H, t, J=7.0), 
1 .92-2.08 (2H, m), 2.2 1 (2H, m), 2.99 (2H, m), 3.09 (2H, m), 3.36 KXN' 3.50 (fi" 2H, 
& m), 4.19 (2H, q, J=7.0), 4.41 (2H, s), 4.47 (2H, d, J=6.0), 4.64 ft#4.90 (ff 1H, 

6 m), 6.44 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.31 (1H, m), 7.41 (1H, m), 
7.55 (1H, t, J=8.0), 7.60 (1H, m), 7.68 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.88 
(1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1675, 1353, 1155. 

N- [3- (3-7Sy/7x-^) -2- (E) -^fu^-)V] — N— 

HI <0i3J*ffc#»## 5 0 6) 

IUS0il3T#<=>nfcN- [3- (3-7^yV7i-JW -2- (E) -^O^-JU] 
-N- [3-^DO-4- (1 -X^HM'J v>-4— UVtti/) 7i~JW 7JU 

7 7 ; &'f«I^ (4 0 Omg) £3N ttOR (2 0ml) fcflSflPU 

PLC (YMC-Pack ODS-A; YMC. : 1 5 %7ir h- h U^/*) TffigfL- 

fc. #6n^M«lN fflft (l. 0 0ml) KJg#L&|& ttJBETftRttS 

8 5%) ^ifeitWtlti/c. 

*H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.24 (3H, t, J=7.5), 1.98 (2H, m), 2.18 (2H, 
m), 3.05 (2H, m), 3.00-3.50 (4H, m), 4.15 (2H, s), 4.48 (2H, d, J=6.0), 4.75 (1H, 
m), 6.44 (1H, dt, J=16.0, 6.0), 6.57 (1H, d, J=16.0), 7.29 (1H, d, J=9.0), 7.43 (1H, 
dd, J=9.0, 2.5), 7.54 (1H, t, J=8.0), 7.62 (1H, d, J=2.5), 7.68 (1H, d, J=8.0), 7.72 
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(1H, d, J=8.0), 7.88 (1H, s) ; 
IR (KBr, cm' 1 ) : 1731, 1676, 1348, 1154. 

N— [3- (3-75^7iZJl/) -2- (E) -7°D^-jU] -N- [3~7P 

□ _ 4 _ ( i -^yy'uhLfr^m *jy- 4 -4 )],■**(■*/) 7irjij x;U7 7 : e<;i/ 

##031 7T#e>*lfcN- [3 (1 —f V7°nt:;i/k 0 ^'J^>-4- 
-OM-*>0 7x~;U] -N- [3- (3—>7/7x-J[/) -2- (E) -7*0^' 
Jl/] X)Vy7^)lBmx.^)U (1 1 7 lmg) *i/$uu*$y (3 Oml) RtfJL 

(i5mi) om&mmz&Mis* mt7m*mcrz'&. m±^^x 
^m.T*7mmm&isfz 0 EHfcm*MJ£T?mvfz'&, ^<&x^y-;u (20ml) \z 

mmis. WC7 A?kmm (2 2 4mg£7k l Om 1 Rtf2 8X7>* 

X77* (0. 4 2ml) £iQ*fc^ Ej6JKfc4N ifift**^ 

J*"*-* >»tt*ftl A «ET8iU SIBMPLC (YMC-Pack ODS-A; 
YMC, 2 5%7-tzhxMJ^/TfO TM^bfc. »6tlfcil3t»H<*:S 1 N 

£D> ©IB^tl 9 0 4 m g («6 7%) SiM^BfttLTffc. 

J H NMR (500MHz, DMSO-d 6 ) 0ppm : 1.23 (3H, t, J=7.0), 1.28 (6H, m), 2.00- 
2.12 (2H, m), 2.18-2.36 (2H, m), 3.07 (2H, m), 3.22-3.52 (3H, m), 4.19 (2H, q, 
J=7.0), 4.42 (2H, m), 4.47 (2H, d, J=6.0), 4.66RZ>*4.95 (fh 1H, &m), 6.44 (1H, dt, 
J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.31 (1H, m), 7.41 (1H, m), 7.55 (1H, t, J=8.0), 
7.60 (1H, m), 7.68 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.88 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1675, 1353, 1156. 

N— [3- (3-75SV7xx;iO -2- (E) -7°D^-jl/] -N- [3-7D 



□ -4- (l -<V7 < nbr;i/br^'J> ; >-4--f;i/^-» 7x~Jl/j zjiy?^ )± 
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mm zmmm. 507) 
nmmbrn^nrcN- [3- (3-75->V7x-;u) - 2- (e) -7p^-jh 

-N- [3-7PP-4- (1 — rV^PtrjUt^'J v>-4--f;U^v) 7x-jl/| 
TJl^T^-OI/^X^MU 2MS(6 15rag) &3N « (2 Om 1) fcjgfi? 

&HPLC (YMC-Pack ODS-A; YMC, i&ffiM : 1 7 %7il hx MUU/tIO T« 
fiUfc. »6tlfc*Jt»H#*lN %R (1. 0 0ml) «JET«H6 
%H$i*fc. n*i&7Kk:»#u *eft8ic#-r££fc«fcD, «tH-fk-&4*r 4 3 3mg (JR 

$7 4%) fiifiiJS»l#tLT#&. 

J H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.22 (6H, d, J=6.5), 1.97 (2H, m), 2.18 
(2H, m), 2.90-3.40 (5H, m), 3.99 (2H, s), 4.48 (2H, d, J=6.0), 4.75 (1H, m), 6.44 
(1H, dt, J=16.0, 6.0), 6.55 (1H, d, J=16.0), 7.27 (1H, d, J=9.0), 7.46 (1H, dd, 
J=9.0, 2.5), 7.54 (1H, t, J-8.0), 7.65 (1H, d, J=2.5), 7.67 (1H, d, J=8.0), 7.71 (1H, 
d, J-8.0), 7.87 (1H, s) ; 

IR (KBr, cm 1 ) : 1677, 1344, 1151. 

N — [3- (3-7S>V7x~;P) -2- (E) -7p^~;U] -N- [4- (1 
-^^'Jy>-4-^W^ -3-7PP7x~;l/3 X^yy^-OVmmx 

##0!I2 lT#5ft£N- [4- (1 -T^UfcWJ v>-4— ()V**>>) -3- 
7PP7x-;U] -N- [3- (3-y77 7i-)W -2 - (E) -7p^-jH X 
^7 7H«H^ (117 7mg) ^-7^PP^7> (3 0ml) RtfXfS- 

)i d5mi) vm&mmizmmis, tk^t, mt*m*mcrz'&* sjtsitsit 

6B3ra8£#bfc. R*K«ft«EETiftBLfca, m&Zx?S-)\, (2 0ml) Ki8#U 
8Mt7 (2 19mg^7jci0ml C»*)RlX2 8 %7>t-77K (0. 

4 1ml) £iO*fc&, MT-SfefttfUfc. EJfi«fc4N ttfc**^:**1*>$g«! 

SiDAfc^, «BET»I6U MMHPLC (YMC-Pack ODS-A; YMC, fcffijg 
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fi: 2 7*7"th-HJJk/#) T'ffiSiLfc. #£ttfc&»@#£ 1 N 

<b-&^7 4 2mg (1115 5%) *«lfi*Ht»H#i:LT»fc. 

*H NMR (500MHz, DMSO-d 6 ) (5 ppm : 0.93 (3H, t, J=7.5), 1.23 (3H, t, J=7.0), 
1.32 (2H, m), 1.67 (2H, m), 1.90-2.08 (2H, m), 2.15-2.28 (2H, m), 2.95-3.10 (4H, 
m), 3.35-3.58 (2H, m), 4.19 (2H, q, J=7.0), 4.41 (2H, s), 4.47 (2H, d, J=6.0), 4.63 
Rtf 4.88 (If" 1H, # m), 6.43 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.31 (1H, 
m), 7.41 (1H, m), 7.55 (1H, t, J=8.0), 7.60 (1H, m), 7.67 (1H, d, J=8.0), 7.73 (1H, 
d, J=8.0), 7.87 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1675, 1353, 1156. 



N— [3- (3-7Sy;7x-Jl^) -2- (E) -7°a^-)l] — N— [4- (1 
-7"^^'Jy>-4-fjmy) - 3 P n 7x~;U] 7^7 7^^ 

2mm& m*ik&%o&i% 5 0 8 > 

^mm 7 -e** e> n/t n - [3- (3-ts^7i-;w -2 - (e) -:/o^-;p] 

-n — [4- (1 -^;utf^u> ? >-4--i';u^^^) -3-^ao7x-;u] tju 
7T ; e-r;nf^x^;i/ 2&$?t& (6 0 omg) £3N (2 om 1 ) 

6ot:T4. 5mmmwi>tzo Rmm^u^x^mbtz^ «bet»i8u mt*& 

WPLC (YMC-Pack ODS-A; YMC, gFtti&ft : 2 0 % 7*t h JZ h U )V/fr) T*g 
life. lie-tlfctOT^lN tttt (1. 0 0ml) 

ttBS-e-fc. ^n**l:B»b, *IStt*K:f*-r^tt:«kO» 8fB{k^#i4 5 Omg <JR 

$7 8%) &^ft^£^H#tLTf#fc. 

'H NMR (500MHz, DMSO-d 6 ) <5 ppm : 0.90 (3H, t, J=7.5), 1.31 (2H, m), 1.61 (2H, 
m), 1.92 (2H, m), 2.13 (2H, m), 2.87 (2H, m), 2.90-3.20 (4H, m), 4.03 (2H, s), 4.48 
(2H, d, J=6.0), 4.70 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.56 (1H, d, J=16.0), 7.27 
(1H, d, J=9.0), 7.45 (1H, dd, J=9.0, 2.5), 7.54 (1H, t, J=8.0), 7.64 (1H, d, J=2.5), 
7.67 (1H, d, J=8.0), 7.71 (1H, d, J=8.0), 7.86 (1H, s) ; 
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IR (KBr, cm 1 ) : 1676, 1347, 1153. 

N- [3- (3-7^y77x^) -2- (E) -^U^~)V] - N - [4- (1 

###12 5T'#e>nfeN- [4- (i -^>v;i/tr^'jv f >-4—f -3 

-^007i^H -N- [3- (3->7/7i-JW -2- (E) -^D^-JU] 
XJl/7 7 : E'fJl'iil5 1 ;i/ (15 3 1mg) £v?£DD*^> (3 0ml) &£>'X^/ 
(15ml) Ofl^jgiKlCttFML. tKJ^T, m7K*^aD7c^> SftSl/Tifi 
t5WLfc. SM«TilWci, M£x*/-;U (2 0ml) 

mkry^-V&TkmW. (2 3 3mg£7Kl OmlKMO &tf2 8%7>^EX7 
7j< (0. 4 0ml) &mz.tz'&, ^i&T-!!fcit#L/i. S^1C4N i^Jc^t^;** 
+»->W^iDA7c^. IffTMU J|»MPLC (YMC-Pack ODS-A; YMC, 

W«: 3 0%7-fe WxHJ;|//tJO «Lfc, ie.nfcMiMlN 

®fB^-&#l9 3 1mg 0»5 3%) ZM&m%.B®fct LTttfc. 

l H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.22 (3H, t, J=7.0), 1.94-2.05 (2H, m), 
2.16-2.28 (2H, m), 3.01 (2H, m), 3.24-3.44 (2H, m), 4.18 (2H, q, J=7.0), 4.31 (2H, 
m), 4.40 (2H, s), 4.46 (2H, d, J=6.0), 4.59 ROU.88 (If 1H, & m), 6.42 (1H, dt, 
J=16.0, 6.0), 6.57 (1H, d, J=16.0), 7.27 (1H, d, J=9.0), 7.31 (1H, d, J=9.0), 7.38 
(1H, m), 7.43-7.51 (3H, m), 7.52-7.59 (2H, m), 7.60-7.66 (2H, m), 7.67 (1H, d, 
J=8.0), 7.72 (1H, d, J=8.0), 7.87 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1675, 1353, 1155. 

mmm 1 o 

N— [3- (3-7$^77x^) -2- (E) -Tn^Xjj/j - N- [4- (1 



- ^>/M:XUy>-4-fM^y) -3-^aa7i^] X)I^7 7H JVWSt 
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2 mm («*«:^«## 5 o 9 ) 

MMM 9 tltzN- [3- (3-75y;7x-JW - 2- (E) -7 e D^-jU] 
— N— [4- (1 -'O^Utf^U v>-4-' OUttzs) -3-^DD7i-M 7. 
;i/7 7 ; £'f«ffil^ 2%&% (7 3 lmg) £3N (30ml) KJSflPU 

m.H P L C (YMC-Pack ODS-A; YMC, : 20%7-feh~hU JU/tK) Tffl 

m^tco mzntzmfeMmft-* in jut <i. oomi) fc»#Lfc&, mjetm 

$87%) fcfc&«B£J&H#£l,T»&. 

! H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.90-2.08 (2H, m), 2.12-2.26 (2H, m), 
2.92-3.02 (2H, m), 3.20-3.50 (2H, m), 4.20-4.38 (2H, m), 4.25 (2H, s), 4.46 (2H, d, 
J=6.0), 4.61 S.tN'4.83 (fh 1H, &m), 6.42 (1H, dt, J=16.0, 6.0), 6.56 (1H, d, 
J=16.0), 7.27 (1H, d, J=9.0), 7.39 (1H, dd, J=9.0, 2.5), 7.40-7.50 (3H, m), 7.54 
(1H, t, J=8.0), 7.55-7.65 (3H, m), 7.66 (1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7.85 
(1H, s) ; 

IR (KBr, cm 1 ) : 1732, 1675, 1349, 1154. 



$mm 1 1 

N- [3- (3-7S'^y7z^) -2- (E) -?U^-)V) -N- [3-^D 
, P-4- (l-7x^^;Pe^'J> ? >-4— jjM^>0 7x-Jl/] TJVZJ^LMt 

P%m2 9T*#5ft&N- [3-7PD-4- (l-7x^5 L ;Utf^U> J >-4-< 
7xXJU] -N— [3- (3-->777x-;U) -2- (E) -^D^-Jl,] 
7;U7y^E-r;Hti?X^;i/ (10 13mg) (3 0ml) R5'x^ y 

(i5mi) (om^mmzmML. *^t» ^b***ai;^ sft^iTSi 

T6P#WJt#Lfc. j*Jft«&«JET**Lfc&, S«E£X*7-;P (2 0ml) fcjgffl? 
U ^b7>^ex7A7X^ (1 7 4mg£7kl Oml \Z®M) m*2 % %7 >*:—7 
zK (D. 3 3ml) SlJDfc&ffc, MT-BJUftJ^Ufc. S^iC 4 N ttfc** 



WO 02/081448 PCT/JP02/03355 

133 

D->mWl&tiQtt'&* m&rm^L. M^MHPLC (YMC-PackODS-A;YMC, 

mm®®-. 3 o%7-feh-Mj;i'/*) nmmLtzo #£tt«£^@#£lN 

l U NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.22 (3H, t, J=7.0), 1.96-2.12 (2H, m), 
2.19-2.32 (2H, m), 3.02-3.18 (4H, m), 3.24-3.40 (2H, ra), 3.49 Rtf 3.62 (ff2H, # 
m), 4.19 (2H, q, J=7.0), 4.42 (2H, s), 4.47 (2H, d, J=6.0), 4.65 M4.91 (ff 1H, & 
m), 6.44 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.22-7.38 (6H, m), 7.41 (1H, 
m), 7.55 (1H, t, J=8.0), 7.60 (1H, m), 7.68 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.88 
(1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1675, 1353, 1156. 



MffiMl 2 

N— [3- (3 -7$ 22. 7*~)V) -2- (E) -y°U^~M -N- 
□ -4- (l-7x^^;Uk:^U^>-4— 7xZJi/] 7^77^]^ 

j 2M Mfflt&IMm 5 10) 
mS01J 1 lT^^tlfcN- [3- (3-75vV7x-;U) -2- (E) -^D^" 

)V) -N- [3-^DD-4- (1 -^x^^Utf^U v>-4-^;i/^-+v) 7i- 
;U] XJI/7 7t-<^I^l' 2^?^ (5 8 8mg) £3N ttft (3 0ml) \Z 

*»u 6ot:T6. 5Ptr«tfc 0 sM^Mtt^LfcE teTlib, 

SS$»*HPLC (YMC-Pack ODS-A; YMC, J§tB»«jt : 2 5 %7-fe b~ h UJU/ 

zK) TMMLfco »5ttfc»S£#B#£lN t£® (1. 0 0ml) \z®MLtz&. M 

5mg (W7 2%) &«fi«yt»H#tbT#fc. 

l H NMR (500MHz, DMSO-d 6 ) 6 ppm : 2.02 (2H, m), 2.18-2.28 (2H, m), 3.07 (4H, 
m), 3.20-3.50 (4H, m), 4.26 (2H, s), 4.47 (2H, d, J=6.0), 4.84 (1H, m), 6.44 (1H, dt, 
J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.22-7.39 (6H, m), 7.42 (1H, dd, J=9.0, 2.5), 
7.55 (1H, t, J=8.0), 7.60 (1H, d, J=2.5), 7.67 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 
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7.87 (1H, s) ; 
IR (KBr, cm 1 ) : 1732, 1675, 1349, 1154. 

mmm 1 3 

N- [3- (3-7Sy7 7i^) -2- (E) Z ^U^M ~N- [3-gD 
□ -4- (l--7x_;l/b:^'J> ? >-4--rJ^^'» 7x-Jl/1 XJl/7 7 itj 
2j£|£l£ (#J^fc^#^ 7 ) 
###J 3 3 T# £ tlfc N - [3-£OD-4- (1 -7i-JHf^'J v>-4-f;i/ 
7x"JH -N- [3- (3-y7/7i-jW -2- (E) -^o^jH 

7>;w7r ; e-r;n^i?x^ (i 4 4 0mg) &>>£oci**> (i8mi) Rtfx^y 

U mtry^-V^mm (2 3 3mg£7jci OrallCil) &tf 2 8 %7>^EX7 
7jc (0. 4 9ml) &tnZtt&> g&T'-Bfcft#Lfc. S^5iffT»L^, £S 
SMHPLC (YMC-Pack ODS-A; YMC, .gFtU&Ji : 6 0 %7± h*X h U^/*) 
TffiiSf-T^Cl.htC^O, MfeMmW9 2 4mg£t#fc. £<E>@#:2 5 4mg^;- 

;i> (6mi) icj$#u 4N mtfcmmrttymm (0. 3 imo sjo.^fca, 

7 8mg (P6 1%) £M&»@&<i:LTf#fco 

! H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.93-2.14 (2H, m), 
2.16-2.37 (2H, m), 3.17-3.94 (4H, m), 4.19 (2H, q, J=7.0), 4.42 (2H, s), 4.48 (2H, 
d, J=6.0), 4.85 (1H, m), 6.45 (1H, dt, J=16.0, 6.0), 6.59 (1H, d, J=16.0), 7.21 (1H, 
m), 7.28-7.64 (4H, m), 7.34 (1H, d, J=9.0), 7.42 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, 
J=8.0), 7.61 (1H, d, J=2.5), 7.69 (1H, d, J=8.0), 7.74 (1H, d, J=8.0), 7.89 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1675, 1353, 1156. 



MMM 1 4 

N — [3- (3-XAiV 7 xXJk) -2- (E) -ya^ZDl] -N- [3-^P 
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□ -4- (i -7x~;uh°^'j v>-4 7x~;u] ^77^ ;he& 

2msm wmit&vim^ 511) 

^mmi 3Ti#bftfcN- [3- (3 -7$ vV7x~;U) -2- (E) ~7°0^- 
;10 -N- [3-70D-4- (1 -7x^;Hf^U> ? >-4-<JU^+S» 7x~;i/| 

Jm^fc^fr (6 7 6mg) £3N (9ml) (3 

mi) <DW&mmmm\s , 8otT6i$fflj*#Lfc. sjiS**i[fi*T^Lfc«, 

MJE~R8*lfU ^i££#®HPLC (YMC-Pack ODS-A; YMC, f§TOi& : 4 0%7 
■fe b - h U TlSlf;. t#bft£ij^@#£lN ifttt (10ml) 

fc^«3 8 5mg mm 5 3%) £&ife&S£^@#:£ LT?#fc 8 

l H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.88-2.08 (2H, m), 2.10-2.32 (2H, m), 
3.04-3.91 (4H, m), 4.28 (2H, s), 4-47 (2H, d, J=6.0), 4.82 (1H, m), 6.44 (1H, dt, 
J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.11 (1H, m), 7.26-7.49 (4H, m), 7.32 (1H, d, 
J=9.0), 7.42 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.60 (1H, d, J=2.5), 7.68 (1H, 
d, J=8.0), 7.74 (1H, d, J=8.0), 7.88 (1H, s) ; 
IR (KBr, cm 1 ) : 1733, 1676, 1349, 1155. 

nmm 1 5 

N- [3- (3 -7$ v/7x-;U) -2- (E) -7°n^-;i/] — N — [3-7D 

□ -4- (1 Y^tS)V^-)V^)V\f.^)-jy-A — Qlttzs) 7i-M X 

#%f!l 3 7 T1# b tlfc N - [3-7DD-4- (1 h^v'^^fc^^^Hf^ 
U> ? >-4— f;i/^^» 7i-JH — N— [3- (3-y77 7x-JW -2- (E) 
-7°D^^;H TJl^T^E-f JI/H^X^ (1 7 0 0mg) ^OD^^> (30m 

i) (i 5mi) (Dm^mmzmmv, *»t. 

omi) mtyy^-v&ymm (2 2 7mg**iomii:Sf*) 3&1/2 

8%7>«7tK (0. 4 2ml) £iD*fcgL Lfc. K«K14N % 
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\timv**v>mm*MA.td&. mEErmmv. 3B«e*$msih p l c (YMc-p aC k 

ODS-A; YMCv 3 5 %7~t h- h »j;i//7jc) TlMBLfc. *§5nfcft£JgH 

^1N 8ttfcaMfL&«, «ffiT«ttttH**fc. £nfc*fc**U MRttttK: 
#-r^tC«tO> «ffifc£4& 9 5 0 m g OR* 4 8%) **ft*Jg»H#i:bT#fc. 

*H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.22 (3H, t, J=7.0), 1.84-2.32 (4H, m), 
2.90-3.68 (4H, m), 3.76 (3H, s), 4.19 (2H, q, J=7.0), 4.30 (2H, m), 4.41 (2H, s), 
4.47 (2H, d, J=6.0), 4.63 4.84 (ft* 1H, & m), 6.43 (1H, dt, J=16.0, 6.0), 6.58 
(1H, d, J=16.0), 7.30 (1H, m), 7.40 (1H, m), 7.55 (1H, t, J=8.0), 7.59 (1H, m), 7.68 
(1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.87 (1H, s) ; 

IR (KBr, cm 1 ) : 1742, 1675, 1353, 1156. 



mmm 1 6 

N- [3- (3-7$y;7i^) -2- (E) -7n^~)l] -N— [4- (1 

± )imt 2 mmm. mmt^mm^s 1 2) 

5T#^.n^N- [3- (3-75v/7x^) -2- (E) -y°U^~ 

)V\ -N- [3-^do-4- (i h^->^;u#-;i/^^;nf^u> ? >-4-'f ;i/ 

7x'JW XJV7 7H«XfJl^ 2J&@?& (8 1 Omg) £ 3 N fflft 
(3 0ml) £iSfl?U 6 0t:Tl 5#M8l#Lfc. SfcttSM^TftiflLfca, M 
HTML, SSS^SHPLC (YMC-Pack ODS-A; YMC> &tfi&j& : 1 5%7ir 

g (M7 6%) £&fi&j£jg@#<!: UT$&. 

'H NMR (400MHz, DMSO-d 6 ) (5 ppm : 1.91-2.07 (2H, m), 2.14-2.28 (2H, m), 
3.00-3.90 (4H, m), 4.16 (2H, s), 4.28 (2H, s), 4.47 (2H, d, J=6.0), 4.65 R?>*4.84 
(It 1H, # m), 6.45 (1H, dt, J=16.0, 6.0), 6.57 (1H, d, J=16.0), 7.32 (1H, m), 7.42 
(1H, dd, J=9.0, 2.5), 7.54 (1H, t, J=8.0), 7.60 (1H, d, J=2.5), 7.72 (2H, m), 7.91 
(1H, s) ; 
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IR (KBr, cm' 1 ) : 1737, 1676, 1348, 1155. 

mmm 1 7 

N- [4- (1 ±7±±JV&V) v>-4— jJV^tkl - 3 - ^□□7x-Jl/] - 
N- [3- (3-7$y;7x^) -2- (E) -7°P^-,)k] 7JI/7 z^-QUIE^ 

x?mu in 9 ) 

##0J3 9Tl#^nrcN- [4- (1 v>-4 — T^+v) -3 

-^□P7x-;U] -N— [3- (3 -y/y 7xZjW -2- (E) -7°D^-JI/| 
XJVyy^ Jimm^)V (7 3 3mg) J^DD/3?> (3 0ml) RZSxfJ- 
)V (15ml) ©®£MKf&#?U 7k#T, ^tTK^^ai;^ ^i^LTgST' 

si^jiftLfc. fcfom*Mf£T : /&mvrz&, (20ml) \z®m\s, 

^t7> ; e^'7A7KM(l 7 5mg£7Kl Om 1 Ki&^&tf 2 8 %7>^-77j< (0 . 
2 2ml) £in*_7c^ ^T-lftjI#LfCo TO^iC4 N^tK^ v^1t>^^ 
iPAfe^, MJETMU ig^MPLC (YMC-Pack ODS-A; YMC> j^m^i* : 

t)4 8 8mg («$6 4%) £&fiaSJ£Jg@#£UT#&. 

'H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t,J=7.0), 1.55 (1H, m), 1.65 (1H, 
m), 1.84 (1H, m), 1.93 (1H, m), 2.01 (3H, s), 3.28-3.44 (2H, m), 3.56-3.72 (2H, m), 
4.19 (2H, q, J=7.0), 4.41 (2H, s), 4.46 (2H, d, J=6.0), 4.75 (1H, m), 6.43 (1H, dt, 
J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.29 (1H, d, J=9.0), 7.38 (1H, dd, J=9.0, 2.5), 
7.55 (1H, t, J=8.0), 7.57 (1H, d, J=2.5), 7.67 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 

* 

7.86 (1H, s) ; 
IR (KBr, cm 1 ) : 1739, 1677, 1354, 1157. 

nmm 1 8 

N— [4- (1 -7-fe5 L Jl/fcf^'J^>-4--r>>^4 1 v) - 3-7PD7X-J1/] - 
N- [3- (3-7 5J?y7x.-)l) -2- (E) -Tg^rJU] XJ^y^Jl/Si 



WO 02/081448 PCT/JP02/0335S 

138 

m&m. immts®^ 513) 
%Mmi 7t?#e>nfeN- [4- (i-7-fe5 L ;utr^u> f >-4— r;i/^-+i» -3 

-£D07x-Jl/] -N- [3- (3 -75v/7xrjU) -2- (E) -7*D^-;U] 
X;i/7 7 ; E-r;H^^X^>'U (3 5 2mg) £3N %S (2 0ml) \Z®ML, 

PLC (YMC-Pack ODS-A; YMC, ®iH®m : 2 5 % 7"fe hr h U ;b/;jO T*f§3 L 

fe 0 #£ttfc&^@#£iN ^ (o. 5 0mi) \z®mLrc&. mfcrmmnm 

2l*:Z>Z\t\z£9. Mrt^ 1 0 9 m g (W3 2%) $tfei^»i:Lr#fc, 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.54 (1H, m), 1.65 (1H, m), 1.83 (1H, m), 
1.92 (1H, m), 2.00 (3H, s), 3.30-3.70 (4H, m), 3.83 (2H, s), 4.48 (2H, d, J=6.0), 
4.71 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.53 (1H, d, J=16.0), 7.26 (1H, d, J=9.0), 
7.48 (1H, dd, J=9.0, 2.5), 7.52 (1H, t, J=8.0), 7.66 (1H, d, J=8.0), 7.68 (1H, d, 
J=2.5), 7.71 (1H, d, J=8.0), 7.85 (1H, s) ; 

IR (KBr, cm 1 ) : 1682, 1345, 1152. 



mmm 1 9 

N- [3- (3-7Sy;7x-jl/) -2- (E) -y°n^~)l] — N — [4- (1 

mmx?)v mm. mmtsm^ 1 o ) 

#^J4 3Tl#btifcN- [4- (i -#;w\*t<;utM<j v?>-4--r;u^-+-» 

- 3 - ?PD7x-jl/] — N— [3- (3-y777iZJW -2- (E) -7°D^~ 

)V] XJlyr^Mm^Jl (10 15mg) £>^nnM^> (3 0ml) Rtfx 

(i 5mi) (Du^mmzmmL. tk^t, mam^mzit^ mzzvx 
%u-z6#ffflmwLrzo Kmm*n&TmmvTz'&, sis^x^/-^ (20ml) \z 

"77Y. (0. 3 6ml) *MA.tz'&. Ifit-»lf;, %.J&miZ4N 
Jr3r^>®®.*n%.t^ MJBETMU M£#I&HPLC (YMC-Pack ODS-A; 
YMC, *gffii&& : 30%7thrh IW/*) T?tMSL-fc. #£>ftfc$S£fl£@#:£ 1 N 
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£9, W.mtG®l 37mg («6 6%) ZM&mfeB®ftt Lxntzo 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.46-1.58 (2H, m), 
1.80-1.89 (2H, m), 3.15-3.24 (2H, m), 3.49-3.60 (2H, m), 4.19 (2H, q, J=7.0), 
4.41 (2H, s), 4.46 (2H, d, J=6.0), 4.68 (1H, m), 6.43 (1H, dt, J=16.0, 6.0), 6.58 
(1H, d, J=16.0), 7.28 (1H, d, J=9.0), 7.38 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 
7.57 (1H, d, J=2.5), 7.68 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.87 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1675, 1352, 1156. 

^mm 2 o 

N- [3- (3-7$ 22 7xn;i/) -2- (E) -7°d^-;i/) -N— [4- (1 

-fpvn^ ;i/bf^u> ? >- 4 — rjM-^-» - 3- j/aP7x-M 7,)vyr^)i 

mm (mmitsmgn 514) 

mffimi 9I1#^fcN- [3- (3-75v7:7x-;W -2- (E) -y°U^~ 
)V\ — N— [4- (1 -^JI/A^-f ;Utf^'J v>-4 -3-^DP7x 
XJlyT^)mWtX.^)V &®?i£L(6 0 0mg) ^3N (20ml) iZ 

ZftmH PLC (YMC-Pack ODS-A; YMC, &&&& : 20%7thnb'J JI//7.K) 
6 6mg 0K^8 1%) ZW&WZ.KmWt hT%tz, 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.48-1.58 (2H, m), 1.80-1.90 (2H, m), 
3.14-3.24 (2H, m), 3.50-3.60 (2H, m), 4.27 (2H, s), 4.46 (2H, d, J=6.0), 4.67 (1H, 
m), 6.43 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.27 (1H, d, J=9.0), 7.38 (1H, 
dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.57 (1H, d, J=2.5), 7.67 (1H, d, J=8.0), 7.73 
(1H, d, J=8.0), 7.86 (1H, s) ; 

IR (KBr, cm 1 ) : 1676, 1348, 1155. 
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mmm 2 1 

N- [3- (3-7$>V7x-JU) -2- (E) -7°a^-JU] -N— [3-7P 

□ -4- (1 -^^>7>;u^-;i/e^'j>?>-4--r;i/^-^5» Tx^ik] ^77^ 
#%0H 7*x?fc£nfcN- [3-$ma- 4 - (1 -*^>x;u*x;utr^y >?>- 

4— fJU^v) 7x-jH -N- [3- (3-y7/7i-jW -2- (E) -7°P 

7 l ;i/7 7 ; &<;uMx^;u (8 3 5mg) £s^ppp^> (3 om i ) ms 

x*j-)i (i5mi) <DU%mmz.mmis , tmr. m^m^mctc^ m±*b 

X^UT6mmm.WVTzo £&&£MJETMLfc&, M£X^y-JU (2 0ml) 

\z®mi>. mtry^-iyATkmrn d 5 omg^jci om i \zwm) &i>*2 8%7> 
^e-ttk (o. 1 9mi) *iMA.tc&, ^u-v-mmwi-tc. fcj&mz4N mt*m 

i?**-V->®m&1)UZ.tz'&, «JET*KU 3!}££#1&HPLC (YMC-Pack ODS-A; 
YMC, ttl: 4 0%7-t hXMJJk/*) TfigLfc, *#£>n*:&^@#£ 1 N 

=tD, ^IB{b^6 8 5mg («7 5%) ^ifei^ii^tHH/:, 

*H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.72-1.82 (2H, m), 
1.93-2.03 (2H, m), 2.89 (3H, s), 3.12-3.22 (2H, m), 3.24-3.40 (2H, m), 4.19 (2H, q, 
J=7.0), 4.41 (2H, s), 4.47 (2H, d, J=6.0), 4.70 (1H, m), 6.43 (1H, dt, J=16.0, 6.0), 
6.58 (1H, d, J=16.0), 7.28 (1H, d, J=9.0), 7.39 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, 
J=8.0), 7.58 (1H, d, J=2.5), 7.67 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.85 (1H, s) ; 
IR (KBr, cm' 1 ) : 1739, 1677, 1346, 1156. 

mmm 2 2 

N- [3- (3-7$yV7x^) -2- (E) -7°D^-Jl/] -N— [3-7P 

p-4- (i -^^>7;;^x;i/tf^'jv>-4--r;i/^-^v) 7xx;uj xj^y^ 

-r;i« Hi (F'j7Kft-&#j#^- 515) 

«0!l2 lT#£*l£:N- [3- (3-7Sy7 7ir;W -2- (E) -7°P^X 

;u] -N- [3-7PP-4- ( i - / ^ >x ji/ 1:^ ij y > - 4 - < •» 
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7x~;i/] ^JP7 7H;I'98X^ (5 0 2mg) $3N M (20ml) 

mSVttVy (5ml) ©8£»HfcfiM¥U 6 0 t;T5P#p B 1Jt#L£. 
fi£T'&^b7c^ «JET»»U ^HH PLC (YMC-Pack ODS-A; YMC, 

®&mt&: 2 5-5 0X7-feh-MJ;U/7jc) »&nfcj*Jg»H#* 1 N 

«JET**8«H£li-*££K:«fc0, *Eft^4H 3 4 6 m g (K$7 
2%) £ilftfc£jg0#<!:LTftfc. 

l H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.72-1.82 (2H, m), 1.93-2.03 (2H, m), 
2.89 (3H, s), 3.12-3.20 (2H, m), 3.23-3.40 (2H, m), 4.04 (2H, s), 4.48 (2H, d, 
J=6.0), 4.68 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.56 (1H, d, J=16.0), 7.26 (1H, d, 
J=9.0), 7.44 (1H, dd, J=9.0, 2.5), 7.54 (1H, t, J=8.0) ( 7.63 (1H, d, J=2.5), 7.67 (1H, 
d, J=8.0), 7.72 (1H, d, J=8.0), 7.86 (1H, s) ; 

IR (KBr, cm 1 ) : 1679, 1344, 1155. 

2 3 

N- [3- (3-7$'>77x-)|/) -2- (E) -7ul~)V] -N— 
□ -4- [1- (2-tf'JyJl/) ^Uy>-4--fM^>] 7i^] XJP7j^ 

ljkHE^£2k 2_&§H (0<l*{fc£t/#^ l 2 ) 

##W5iTH6nfeN- [3-^dp-4- [l- (2-trus?;w bwj^>- 

4-^)V-** : y} 7i-JW -N- [3- (3-y77 7iZJ0 -2- (E) -^D 
^rjU] ^Jl/7 7t'fMfXfJl/ (1 0 9 5mg) (3 0ml) & 

tfx*y-;u (i 5mi) ©iMlcgii, 3K?&t* tftffc7jc*&jii;fc&, 

LTMT6l5MJI#Lfc. EJfcfc£«JETaM8Lfc!k ?m*X?;-)\, (2 0ml) 
C»#U EfcT^^ATfcjSifc (1 9 7mg^7Kl 0ml Cfcfi?) &t>*2 8%7> 
qE-77K (0. 3 7ml) *iin*.&&, SlT?-ftl«ilt. E^6«fc:4N 
^+1J->»tt*llPAfc«, MJET*I8U M£#IfcHPLC (YMC-Pack ODS-A; 
YMC, »Wj»<i: 5 0%7"fehXihU;l//7K) TflHSUfc. ft £nfcfc£j&H#* 1 N 

«fcO, WKffr&<l& 5 3 3 m g («4 2%) £fc6Jte£JBH#£ bTfffc. 
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l H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.72-1.84 (2H, m), 
2.01-2.13 (2H, m), 3.68-3.79 (2H, m), 3.88-3.99 (2H, m), 4.20 (2H, q, J=7.0), 
4.43 (2H, s), 4.48 (2H, d, J=6.0), 4.85 (1H, m), 6.45 (1H, dt, J=16.0, 6.0), 6.59 
(1H, d, J=16.0), 6.92 (1H, m), 7.35 (1H, d, J=9.0), 7.32-7.44 (1H, m), 7.41 (1H, dd, 
J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.59 (1H, d, J=2.5), 7.70 (1H, d, J=8.0), 7.74 (1H, 
d, J=8.0), 7.90 (1H, s), 7.96 (1H, m), 8.02 (1H, d, J=4.5) ; 

IR (KBr, cm 1 ) : 1738, 1674, 1353, 1 155. 

mmm 2 a 

N— [3- (3 -7$vV yx.~JV) -2- (E) --fu^~)V] — N — [3-^D 

p-4- [1- (2-hfU^;i/) hr^Uv>-4--r;i/^-^'>3 7x.-)i] xjyyr^ 

-i jmm 2 mmm. m^itsmm^ 5 1 6 ) 

mti&M2 3T#?>tlfcN- [3- (3-75y7 7i-A) -2- (E) -y°a^~ 
)V] -N- [3-^DD-4- [1- (2-tT'J^;U) tr^'J v>-4--fJU^+v] 
7x-Jl/| TJl/^T^-OHt^X^MU 2mmM ( 5 3 3mg) ^3N M (3 0m 

i) k:»#u 6 ov,T»mfmwLtz. Rfom*mu£'?ft>mi't:'&, meetmu 

JIS^HPLC (YMC-Pack ODS-A; YMC, ^tBM : 30~50%7"feh~H 

$8 4%) £Mfi&£?£@#:<i:LT*#fc. 

•H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.71-1.82 (2H, m), 2.01-2.12 (2H, m), 
3.63-3.75 (2H, m), 3.85-3.97 (2H, m), 4.28 (2H, s), 4.47 (2H, d, J=6.0), 4.84 (1H, 
m), 6.44 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 6.89 (1H, m), 7.33 (1H, d, 
J=9.0), 7.30-7.40 (1H, m), 7.41 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.59 (1H, 
d, J=2.5), 7.68 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.88 (1H, s), 7.93 (1H, m), 8.02 
(1H, J=6.0) ; 

IR (KBr, cm 1 ) : 1733, 1676, 1349, 1155. 
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mmm 2 5 

N— [3- (3-7Sy;7i-JH -2- (E) -zfu^~)V] — N — 
□ -4- [1- (3-tf'J^;P) fc^'J v ? >-4— fjk^v] 7i-jH 

-omnx.?)i 2)mm (m^it^mmn 1 3 ) 

#*W5 5"eft5tlfcN- [3-£OD-4- [1- (3-e'JyJW tf^'Jv>- 
4—()l**->] 7xn;|/] -N- [3- (3-y7;7x-JW -2 - (E) -7n 
'^-Jl/] XJl/7 7 ; t'f«I^ (4 9 0mg) ^DD^> (15ml) 

x*/-;i, (1 5ml) ©fi£»J§fc»#U 2k#T, ^b7K**3itfctfe. 

TMT— Gfe«#Ufc. £J6^&«JBET»«Lfc&. ^S^rX^y-JP (9ml) fc# 
tfU mtry't-^^mm (7 9mg**3mlC»j») ~BO$2 8%7>=E-77k 
(0. 17ml) £Jp*fc&, M"e-%«#L7c. S^**«JET»«Lfe^ M 
£#SiH PLC (YMC-Pack ODS-A; YMC, : 4 0 % Tiz h — HJ 

(4ml) K»#U 4N ^b**^^>jS» (0. 0 5ml) £j*JAfc&, M 
JETJftlt&HSitfc. ClftSrzMcigflpU «*gft8U;:ttTd «8H<t-&«4 7 
mg (K$5 8%) Zm&MfeftMWtVTntzo 

'H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.69-1.82 (2H, m), 
1.96-2.08 (2H, m), 3.42 (2H, m), 3.66 (2H, m), 4.19 (2H, q, J=7.0), 4.43 (2H, s), 
4.47 (2H, d, J=6.0), 4.80 (1H, m), 6.45 (1H, dt, J=16.0, 6.0), 6.59 (1H, d, J=16.0), 
7.33 (1H, d, J=9.0), 7.41 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.59 (1H, d, 
J=2.5), 7.69 (1H, d, J=8.0), 7.74 (1H, d, J=8.0), 7.75 (1H, dd, J=9.0, 5.0), 7.89 
(1H, s), 8.03 (1H, dd, J=9.0, 2.5), 8.15 (1H, d, J=5.0), 8.48 (1H, d, J=2.5) ; 
IR (KBr, cm 1 ) : 1737, 1675, 1352, 1155. 

nmm 2 6 

N - [3- (3-7$y77xZjP) -2- (E) -zfu^ZL)\A -N — [3-gD 
P-4- [1- tMU v>-4— Dlttis] TxXjj/] XjkZy^ 



< )mm 2 mmm m^t^m^ 517) 
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mmm2 smzntzN- [3- (3-7$y77x-jw -2- (e) -yo^- 

M — N- [3-^DP-4- Cl - (3-tf'JvJl/) tf^'J v>-4-<;i/^^v] 
7x-;H T.^7 7 ; E'r>'H^^X5 1 >»I/ (2 4 7mg) ^3Nlt (12ml) 
U 6 0^T4P#P B M$L£. MJETMIfU gl8££# 

1HPLC (YMC-Pack ODS-A; YMC» : 2 7 %7~t h ~ h U JU/zK) Tit 

sue. #e.nfcjs^a#*iN mm (i omn \zmmvtt&* msrwaam 

Z\tL&7k\z®ML, 8i1&& i m\ztf~rz.£\zJ:Q, ^SB-ffc^ 4 2 7 m g (W 
8 4%) £&SSaij£JBB#£ LTf§&. 

'H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.69-1.81 (2H, m), 1.97-2.08 (2H, m), 
3.42 (2H, m), 3.67 (2H, m), 4.29 (2H, s), 4.47 (2H, d, J=6.0), 4.80 (1H, m), 6.45 
(1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.33 (1H, d, J=9.0), 7.41 (1H, dd, 
J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.59 (1H, d, J=2.5), 7.69 (1H, d, J=8.0), 7.74 (1H, 
d, J=8.0), 7.77 (1H, dd, J=9.0, 5.5), 7.89 (1H, s), 8.04 (1H, dd, J=9.0, 2.0), 8.15 
(1H, d, J=5.5), 8.48 (1H, d, J=2.0) ; 

IR (KBr, cm 1 ) : 1731, 1675, 1348, 1154. 

%mm 2 7 

N- [3- (3-7$^/7iZJ|/) -2- (E) ~-fuK~)V] -N- [3-gP 
□ -4- [1- (4-e'JyJI/) WJV>- 4 7i^] ^77^ 




##0»J 5 9 T# 6 tlfc N - [3-£DD-4- [1- (4-tfUi^l/) ^Uy>- 
4-<;^+->] 7x-JH — N- [3- (3-y7;7i-Jl/) -2- (E) -^D 
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JUI^T*^ JUffltX^JU (6 3 7mg) *Wuu*$y (3 0ml) RZS 

(i 5mi) (Dm^mmzmmb. ft&r, mt*m*murc'&. 
xifit5. smmmwistc. K^m^usymrnvtz^ (20m 

1) iCjgflIU ^b7>^-^A7kM (1 1 5mg£7Kl Om 1 C»j|) 8% 
7>«77K (0. 2 1ml) £in*.fc&. Sit-«!l#l/ft. S*ttfc4N 
7K#^*^>»tt*lDitfc«, $JETMU «a&^«tHPLC (YMC-Pack 
ODS-A; YMC, Jgffi^ : 2 7 %7~t h- h V)V/m TfiMHLfc. »5nfc*H£#IS 

J: (9* ««B^«l4 5 6mg (W6 2%) £*l£*l£ra#<h LTfcfc. 
J H NMR (500MHz, DMSO-d 6 ) 5 ppm : 1.23 (3H, t, J=7.0), 1.72-1.82 (2H, m), 
2.00-2.10 (2H, m), 3.71 (2H, m), 3.86 (2H, m), 4.19 (2H, q, J=7.0), 4.42 (2H, s), 
4.48 (2H, d, J=6.0), 4.87 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.59 (1H, d, J=16.0), 
7.23 (2H, J=7.5), 7.34 (1H, d, J=9.0), 7.41 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 
7.59 (1H, d, J=2.5), 7.68 (1H, d, J=8.0), 7.74 (1H, d, J=8.0), 7.88 (1H, s), 8.24 (2H, 
d, J=7.5) ; 

IR (KBr, cm 1 ) : 1738, 1675, 1352, 1155. 

mmm 2 8 

N— [3- (3-75y77i^) -2- (E) -7u*-)V\ -N— 
□ -4- [1- (4-tf'J^JU) tf^U> ? >-4— fjM^vj 7x-Jb] X)lyy^ 

-oimwt 2mm& mmt^mmn 5 1 8 ) 



MM2 7T#e.nfcN- [3- (3-75y/7x-JW -2- (E) -~fu^~ 
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)V] — N — [3-^PO-4- [1- (4-tf'JyJW bf^'J 4 — OM"*^] 

7iZM TJl^Tt-OHt^X^Jl/ 2&^& (3 1 5mg) £3N Jgft (2 0m 

i) r:j»*u 6 ot-cmmm^tz.. siaisiit^im «jET*ttu 

SiS^IRHPLC (YMC-Pack ODS-A; YMC, : 2 0 %7± h X K U )V/ 

*) Tiilfc, ll^nfcifi«lN (0. 5 0ml) CfcfcUfcft, 

6mg («9 5%) £&6*S£^@#£ LTf»fc. 

*H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.70-1.80 (2H, m), 1.99-2.09 (2H, m), 
3.69 (2H, m), 3.85 (2H, m), 4.26 (2H, s), 4.47 (2H, d, J=6.0), 4.86 (1H, m), 6.45 
(1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.22 (2H, d, J=7.5), 7.33 (1H, d, J=9.0), 
7.42 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.59 (1H, d, J=2.5), 7.69 (1H, d, 
J=8.0), 7.73 (1H, d, J=8.0), 7.89 (1H, s), 8.24 (2H, d, J=7.5) ; 

IR (KBr, cm 1 ) : 1731, 1675, 1347, 1154. 

MMM 2 9 

N— [3- (3-7$y/7i^) - 2- (E) -y'u^-)V] -N- 

□ -4- [1- tf^U^>-4-<;P^y] 7iZJl>] 7,)V? '7 

6 3 T?» S nfc N - [3-#DO-4- [1- tMU>?> 
-4 7xZJH -N- [3- (3-y77 7i-JW -2- (E) -7° 

□ ^XJl/| ^^jKibiSEX^ (1 5 9 0mg) ^dd/^> (30ml) 
Wx*y-;P (1 5ml) ®S£*iB£i«*U *#T. ttflaK*ftai;fca» Sli 
Sl/tSaT7«fHft«ilfc. Efc«£»JET»l«L&&. a?fi*X^y-;U (2 0m 
1) KljgflPU ifcffcT^x^ATkJSiK (2 8 5mg^7Xl0mlC^) Rtf2 8% 
7>^£X77K (0. 5 3ml) £ioAfc&» MT-WHK^bfc. KJ£«fc:4N Jftft 
;j<*:*fr*tf>»JK*;!nJ*.fc&» »JBET»!fiU M^MHPLC (YMC-Pack 
ODS-A;YMC, ®m®U : 2 7X7th=b'W*) Tfl^Lfc. #5nfc»IJ6»H 
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ft"*- £ £ K «k D , mtMk&Va 1 2 8 0 m g (iR$7 0%) *il6*l3£^HflciUT»fc. 

*H NMR (500MHz, DMSO-d 6 ) 5 ppm : 1.23 (3H, t, J=7.0), 1.58-1.68 (2H, m), 
1.89-1.99 (2H, m), 3.68 (2H, m), 4.04 (2H, m), 4.19 (2H, q, J=7.0), 4.41 (2H, s), 
4.47 (2H, d, J=6.0), 4.80 (1H, m), 6.43 (1H, dt, J=16.0, 6.0), 6.59 (1H, d, J=16.0), 
6.63 (1H, t, J=4.5), 7.31 (1H, d, J=9.0), 7.39 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, 
J=8.0), 7.57 (1H, d, J=2.5), 7.67 (1H, d, J=8.0), 7.74 (1H, d, J=8.0), 7.86 (1H, s), 
8.36 (2H, d, J=4.5) ; 

IR (KBr, cm 1 ) : 1740, 1676, 1348, 1151. 

mmm 3 0 

N— [3- (3 - 7 5 v/ 7x-Jl/) -2- (E) -?U<-)1] -N — 
P-4- [1- (2-tfU5^;i») e^U> ? >-4--f;i/^'>] 7x.~)l] Z)l?T 

^±Mm 21mm. m^t&wm^ 519) 

H»j29T#WcN- [3- (3-75y/7x-JW -2- (E) -7°n^~ 
)\A — N— [3-*DD-4- [1- (2-tTU5v;U) tf^U^>-4— TJl/^->] 
7i-W XJk7 7^;«I^ 2111 (8 0 0mg) £3N tttt (4 0m 
1) fc»#U 6 0'C"?9«rW«#L&. R«**M*T?»aUfc«, SETIil, 

PLC (YMC-Pack ODS-A; YMC, i&tt!}&$ : 3 5-5 0%7th-h 

as-e-fc. cnzmmmis. mm*m\z.tt?z-££.&v* «s3fl:£4& 6 7 3 m g (ir 

$8 8%) £fcfi*!B£j&B#£L,Tftfc. 

'H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.60-1.70 (2H, m), 1.90-2.00 (2H, m), 
3.60-3.80 (2H, m), 4.00-4.10 (2H, m), 4.28 (2H, s), 4.47 (2H, d, J=6.0), 4.81 (1H, 
m), 6.44 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 6.68 (1H, t, J=5.0), 7.31 (1H, 
d, J=9.0), 7.40 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.58 (1H, d, J=2.5), 7.69 
(1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.89 (1H, s), 8.40 (2H, J=5.0) ; 

IR (KBr, cm 1 ) : 1732, 1675, 1345, 1154. 
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mmm 3 1 

N- [3- (3-7$y/7x-Jl/) -2- (E) -^U^~)l] -N- 

□ -4- [1- (3 - b? 'J ->MM b^'Jy>-4--fM^y] 7x~;i/) 7JP 
7?HMIl^ 3&jg& (fll*^ <M#3 1 6 ) 

##^j6 7T*#^nfcN- [3-^7PP-4- [1- o -t:u vjm^u) e^'j 

v>-4— r;U^+5>] 7i-Jl/] -N- [3- (3-vT7 7x-;U) -2- (E) 
-yn^-;U] x;U7 7 J E-r;UW^X5 1 ;i' (9 4 5mg) £v£nmp^> (3 0ml) 
fttfx^y-JI/ (1 5ml) ©il^MKigfllU 3k#T» *^*3(i*ai;^ 

0ml) C8#U fcftT^-tf.McJ&ilfc ( 1 6 6mg£*l 0m ltejgH*) K.tf2 
8%7>^E-77K (0. 3 1ml) feJoAfctt, £®T-l!fe»#Ufc. S»4N ift 
fl^K*^^>*tt*iD^fc«; «fl=T*ttU SgeiHPLC (YMC-Pack 
ODS-A;YMC, 2 5 %7ir h U;k/zK) TMlSlLfco **5nfc*BtJBH 

ttTztiz&y, mmt&® 3 2 8 m g (W2 9%) &&fe&£j&B#£LT»fc. 

*H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.22 (3H, t, J=7.0), 1.96-2.09 (2H, m), 
2. 18-2.3 1 (2H, m), 3.07 (2H, m), 3.33 5.tX 3.46 (fh 2H, # m), 4.19 (2H, q, J=7.0), 
4.41 (2H, s), 4.42-4.52 (2H, m), 4.46 (2H, d, J=6.0), 4.62 R^'4.89 (ff 1H, & m), 
6.43 (1H, dt, J=16.0, 6.0), 6.57 (1H, d, J=16.0), 7.30 (1H, m), 7.40 (1H, m), 7.55 
(1H, t, J=8.0), 7.58 (1H, s), 7.68 (1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7.75 (1H, m), 
7.87 (1H, s), 8.36-8.48 (1H, m), 8.79 (1H, d, J=4.5), 8.96 (1H, m) ; 

IR (KBr, cm 1 ) : 1736, 1674, 1350, 1154. 

N- [3- (3-7Sy7 7xr^) -2- (E) -Jn^-Jl] -N- 

□ -4- [1- (3-tf'JvJM^) ^Uy>-4--f;my] X)V 

7 r frttst 3iia (^mt^m^ 520) 
mmm3im^ntzN- [3- (3-7=y;7x-jw -2- ce) -?u<- 
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JU] -N— [3-^00-4- [1- (3-!fiJy;M?JW ^Uy>-4--fM 
7xZJW X^7 7 ; E'f;Hfil^ 3&^& (1 7 5mg) §3NSK(1 
Oml) £i£#PU 6 0t;T8B*IWJI#Lfc. MJETiS 
SSU M£#&HPLC (YMC-Pack ODS-A; YMC, &fciJig& : 15-2 0%7-fc: 

'H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.97-2.12 (2H, m), 2.17-2.34 (2H, m), 
3.00-3. 17 (2H, m), 3.33 RZS 3.46 (th 2H, & m), 4.27 (2H, s), 4.47 (2H, d, J=6.0), 
4.48-4.56 (2H, m), 4.62 fttf 4.90 (th 1H, &m), 6.44 (1H, dt, J=16.0, 6.0), 6.57 
(1H, d, J=16.0), 7.30 (1H, m), 7.36-7.45 (1H, m), 7.54 (1H, t, J=8.0), 7.58 (1H, s), 
7.69 (1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7.83-7.93 (2H, m), 8.60 (1H, m), 8.86 (1H, 
d, J=5.0), 9.06 (lH,m) ; 

IR (KBr, cm 1 ) : 1731, 1675, 1347, 1155. 



m&m 3 3 

N- [3- (3-7$y;7i^) -2- (E) -7°P^~;i/) -N- [3-»P 

D-4- [1- (4-fcfUv;M^) 7x~JU] 7JU 

7 7Hi^ii^ 3jjgn (mmt&m^ 1 7 ) 

##«7 2T#e»nfcN- [3-7PP-4- [1- (4-tf'J^JM3MU) fcf^U 
x>-4-<;i/^>'] 7x-JH -N- [3- (3 —i/7 J ~7 x.~)V) -2- (E) 
-7°P^-;P] X;U77 : E-f JlWtWiX?)}/ (9 7 lmg) £v7PP^> (3 0ml) 
R^X^y'-;U (1 5ml) 0fi£»ttfc**U 7KftT> tt<toK*£a&fcfk ®t£ 
£LTMT7P#IHJ*#l,fc. M^iETiilf:i« SlSfcx^y-^ (2 0m 
1) (1Mb, ^fbTV^EX^-Mc^ (1 7 lmg£zKl 0ml fC^fi?) 02 8% 
TV^XTtK (0. 3 2ml) £2JD;tm K^ttt4N fflt 

ymyttvymnziMXtcik. mjbe~r§$isu m^ihplc (YMc-p aC k 

ODS-A;YMC, gH«: 10-3 5 % 7iL h X h U TlfMLfc. fcfctlfc** 



WO 02/081448 PCT/JP02/0335S 

150 

*ISiaftlC#-r!:i:C«kO. *Eft^«l5 8 0mg («4 9%) £fc&&Jfc$B#£ 

l H NMR (500MHz, DMSO-d 6 ) (5 ppm : 1.22 (3H, t, J-7.0), 1.98-2.16 (2H, m), 
2.16-2.40 (2H, m), 3.07 (2H, m), 3.32 &tf 3.44 (H"2H, # m), 4.19 (2H, q, J=7.0), 
4.41 (2H, s), 4.46 (2H, d, J=6.0), 4.44-4.56 (2H, m), 4.62 Zfctf 4.90 (tf 1H, # m), 
6.43 (1H, dt, J=16.0, 6.0), 6.57 (1H, d, J=16.0), 7.30 (1H, m), 7.40 (1H, m), 7.54 
(1H, t, J=8.0), 7.58 (1H, s), 7.68 (1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7.88 (1H, s), 
8.00 (2H, m), 8.82 (2H, m) ; 

IR (KBr, cm 1 ) : 1737, 1675, 1351, 1155. 

mmm 3 4 

N— [3- (3-7$y/7x^) -2- (E) -yn^-)l] -N— [3-frn 
P-4 - [1- (4-lf'JyJMf^) lf^Uy>-4-fJ^y] 7xTJU] 7UU 
ZZ^lilM 3ta?tt[ (0y^fc£#l#*§- 5 2 1) 

^fl60J3 3T#e>nfcN- [3- (3-75 v7 7x-;i/) -2- (E) -^O^- 

;w -N- [3-^pd-4- [l- ( 4 - e >j tr^u > ? >-4 — r;M- 

7xn;l/] TJU^r^-OHf^X^U 3Jgfti& (44 0mg) £3N (1 
0ml) K»#U 6 0 < CT*2^TO^LfCo MffiTiS 

iU, »^®HPLC (YMC-Pack ODS-A; YMC. ilHSi: 10-20%7t 

5 5mg (W3 7%) Sifii^»tl/T#fc. 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.97-2.16 (2H, m), 2.16-2.40 (2H, m), 
3. 10 (2H, m), 3.32 TkZfi 3.44 (ft 2H, & m), 4.28 (2H, s), 4.47 (2H, d, J=6.0), 4.56 
(2H, m), 4.61 ^4.90 (ft 1H, &m), 6.44 (1H, dt, J=16.0, 6.0), 6.57 (1H, d, 
J-16.0), 7.31 (1H, m), 7.41 (1H, m), 7.54 (1H, t, J=8.0), 7.59 (1H, s), 7.71 (2H, m), 
7.90 (1H, s), 8.18 (2H, m), 8.91 (2H, m) ; 
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IR (KBr, cm 1 ) : 1731, 1675, 1347, 1154. 
$&kW 3 5 

N- [3- (3-7^7^) -2- (E) -y°n^-)l] -N — [3-7P 
□ -4- [1- [2- (2-fcTUSW) X^JU] bf^U v>-4--f;M-^>] 7i- 

##0iJ7 7T#e>tlfcN- [3-?PP-4- [1- [2- (2-t?U>>;W X3MU] 
hf^'J> ? >-4 — f;i/^v] -N- [3- (3-y777i-JW -2- (E) -7° 
P^XJH X;U7T : E'f JUMX^JU ( 1 7 2 7mg) £v?DD^> (3 0ml) 

wi^y-ji/ (1 5mi) vm&mmzmmu k^t. mt7mzmct£'&. 

0ml) \Z®ML. mz7 Jx*m& (2 9 6mg*7jci OmlK»») R&2 
8%7>^Ex7tK (0. 7 2ml) fciPA&UL MT-0MR#Lfc. % 
{k**^^>jg**llP>tfclft, ^TillL, ^S^KHPLC (YMC-Pack 
ODS-A;YMC> ^ttJW : 2 5 ~ 3 0 X7t hx h 'J ;P/zK) &£nfc& 

'H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.23 (3H, t, J=7.0), 2.00-2.12 (2H, m), 
2.21-2.33 (2H, m), 3.10-3.70 (4H, m), 3.48-3.60 (4H, m), 4.19 (2H, q, J=7.0), 
4.42 (2H, s), 4.48 (2H, d, J=6.0), 4.82 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.58 
(1H, d, J=16.0), 7.33 (1H, d, J=9.0), 7.42 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 
7.60 (1H, d, J=2.5), 7.67-7.75 (1H, m), 7.70 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 
7.80 (1H, m), 7.90 (1H, s), 8.26 (1H, m), 8.73 (1H, d, J=5.0) ; 

IR (KBr, cm 1 ) : 1736, 1674, 1350, 1154. 



nmm 3 6 

N- [3- (3-7SSV7xXJl/) -2- (E) -7°P^XJ1/] -N- [3-gP 
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□ -4- [1- [2- (2-e'J^I/) tf^U v ? >- 4 fjk**>j 

yUU 7 7^^11^ 3^j£& (^J^b^tl#^ 5 2 2) 
H«J 3 5 Til £ n£ N - [3- (3-7 = yy7x-JW -2- (E) -7*D^X 

— N— [3-^dp-4- [1- [2- X^JU] tf^Uv>-4 

-'fJl/^+v] 7i-jW TOl^y^-Ol/ft^X^l' 3&i^ (4 0 0mg) §3N 
MM (2 0ml) \Z®ML, 6 0t:T4. 5B#^JI^L^. S^^MSTftlW; 
^, MEETM U SIztSrSHftHPLC (YMC-Pack ODS-A; YMC, ftttt&ft : 1 7% 

lmg (W5 2%) £Mfi&^@#<>:LT*#£. 

*H NMR (500MHz, DMSO-d 6 ) 6 ppm : 2.00-2.12 (2H, m), 2.20-2.32 (2H, m), 
3.20-3.60 (4H, m), 3.39-3.48 (2H, m), 3.50-3.59 (2H, m), 4.28 (2H, s), 4.47 (2H, d, 
J=6.0), 4.81 (1H, m), 6.45 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.32 (1H, d, 
J=9.0), 7.42 (1H, dd, J=9.0, 2.5), 7.50-7.58 (1H, m), 7.55 (1H, t, J=8.0), 7.58- 
7.66 (1H, m), 7.60 (1H, d, J=2.5), 7.69 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.89 
(1H, s), 8.07 (1H, m), 8.65 (1H, d, J=4.5) ; 
IR (KBr, cm 1 ) : 1730, 1675, 1347, 1154. 



mmm 3 7 

N— [3- (3-7$y/7xr;» -2- (E) --?U^~)V} -N- [3-7D 
Q-4- {\-^t>U^y?-)\,\Z^)i?y-4-^ )V^y) 7xXjl/] XJP77^ 

21mm. m^its®^ 1 9 ) 

##0lJ 8 1 T# «=> tltz N - [3-7DD-4- (1 -^^□^>^;Hf^'Jv>-4 
-'UVtti') 7xn;i/] -N- [3- (3-y7/7iZjW - 2- (E) -7°P^ 
A)lyr^)mm^)V (1. 3 0g) £^aD*^> (3 0ml) Rtfx 
^y-JU (15ml) ©jg^MtWU TkftT, ^bK^^rjii;^, &*££LT 
^T6l$M#L7c. K^^^tETilSl^, jmZJL?y-)V (2 0ml) \Z 
mffiL, WC7 l±7mm (0. 2 4g£7Kl OmllCilS) S^2 8%7> ; 6 
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-7* (0. 4 5ml) &Mz.tz&i, £fiT-lft«#Lfc. fcfcmz4N mtimV 
^■^>mm^QXrzm> SffTSiL, SS££##HPLC (YMC-Pack ODS-A; 

ymc, mmmm: 2 sssr-feh^Mj^/Tio t^l-*:. n*>tifzm£&m&*iN 
umt^m 1 . 2 0 g mm 8 0 %) *m&mfcwm®-£ vx%tz. 

'H NMR (500MHz, DMSO-d 6 ) <5ppm : 1.23 (3H, t, J=7.0), 1.47-1.60 (2H, m), 
1.64-1.76 (2H, m), 1.76-1.90 (2H, m), 1.94-2.12 (4H, m), 2.16-2.36 (2H, m), 3.02 
(2H, m), 3.32-3.55 (3H, m), 4.19 (2H, q, J=7.0), 4.42 (2H, s), 4.48 (2H, d, J=6.0), 
4.68 ~&.T$ 4.92 (if 1H, # m), 6.45 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.32 
(1H, m), 7.42 (1H, m), 7.55 (1H, t, J=8.0), 7.60 (1H, m), 7.68-7.76 (2H, m), 7.92 
(1H, s) ; 

IR (KBr, cm 1 ) : 1739, 1674, 1354, 1156. 
%Wb 3 8 

N- [3- (3-7Sy;7x^) -2- (E) -Zfa*-)],] -N- [3-^P 
□ _ 4 _ (i -5>/7q^>^;t/bf^U v>-4-'f^^y) 7x_;U] ^7 7t< 

jimm 2 mmm. m^it^m^n 523) 

3 7 T# b fttz N - [3- (3-7S>V:7x-;|/) -2- (E) -yn^- 

-N- [3-^7PO-4- (1 -=sZU^>?-))/\f.^)i/y- )l-*3rzs) 7 
x— ;H XJl^7 7 : E^iHttl5 : il' 2l|i£(7 9 0mg) ^3N M (20ml) 

6 0°CT4. 5^fTO^L^o £JS$£^£T#$b7c:^ MJETiiHSU 
3^£#®H PLC (YMC-Pack ODS-A; YMC, : 2 0 %7iz h U JU/ 

tK) xmnvtz, mzntzmfemmteziN mm\zmm^rc^ mEETmm&mtm 

fco Z\ft£7MZ®ML,mmifcm\Ztt?Zt\Z&r>.mZ<tG®5 2 2mg (W6 9%) 

l H NMR (500MHz, DMSO-d 6 ) 5 ppm : 1.48-1.63 (2H, m), 1.63-1.76 (2H, m), 
1.76-1.88 (2H, m), 1.93-2.10 (4H, m), 2.15-2.35 (2H, m), 2.91-3.13 (2H, m), 
3.20-3.59 (3H, m), 4.26 (2H, s), 4.47 (2H, d, J=6.0), 4.66 JkU 4.91 (fh 1H, & m), 
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6.45 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.31 (1H, d, J=9.0), 7.42 (1H, dd, 
J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.61 (1H, d, J=2.5), 7.69 (1H, d, J=8.0), 7.73 (1H, 
d, J=8.0), 7.90 (1H, s) ; 

IR (KBr, cm 1 ) : 1732, 1676, 1348, 1155. 

mmm 3 9 

N— [3- (3-7Sy/7x^) -2- (E) -y°nK~)l] -N- [3-^7P 

p-4- (i, 2 -> ? ^^;uhr^'j> ? >-4 — nvttis) 7i-jp] xj^t^ji^ 

MX^I/ 2imM. m*4t£%}%rf% 2 0 ) 
###18 9T#e>tafcN- [3-^PP-4- (1, 2 - i>* f-)VM ^ U i? > - 4 - 

7x'Jl/] — N- [3- (3—>7y7x-JU) -2 - (E) -zfu^~ 
M X)^y7^Jim^^)V (1 lOOmg) &y^DD/^> (2 0ml) RtfX 

(20ml) (DMsmmzmmL. ^tzk^jicfc^ s&^l-t 
^T-4ram^Lfc 0 Rmm^m&ymmLfz^ (2 5mi) \z 

»#U mtyy^-VAym®. (2 4 0mg^7jc5mll:ii) ;&tf2 8%7> ; EX 
TtK (0. 5 4ml) ^Sn^/tm> ^T-M#Lfc. Sf£Ji^il£TIilf;I> 
8l^£MH PLC (YMC-Pack ODS-A; YMC, M^iS : 2 5 %7iz h- h *))},/ 
*) t#^nfc^^@#2rX^/-;l/ (5ml) Kl»#U 4N &{t7K 

#^**>»* (0. 4 0ml) £iQAfc^ MJBETiili^@^ii§^i{CctD> *g 
B3te-&*t& 4 2 0 m g (W3 3%) ££&ft££Btt£ IT^fc. 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.33 (3H, d, J=6.5), 
1.70-1.85 (1H, m), 1.85-2.00 (1H, m), 2.20-2.35 (2H, m), 2.75 (3H, s), 3.05-3.15 
(1H, m), 3.25-3.35 (1H, m), 3.45-3.55 (1H, m), 4.19 (2H, q, J=7.0), 4.41 (2H, s), 
4.47 (2H, d, J=6.0), 4.65 (1H, m), 6.43 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 
7.33 (1H, d, J=9.0), 7.40 (1H, dd, J=9.0, 2.5), 7.55 (1H, t J=8.0), 7.59 (1H, d, 
J=2.5), 7.68 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.87 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1675. 
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«#l 4 0 

N- [3- (3-7$yV7i^l/) -2- (E) --ful~)V] -N- [3-^P 
□ -4- (1, 2-i?*9-)l\£1Vi?>-4-<OMr*>') 7xZJH X;^?^^ 
SI 2 5 2 4) 

H«J3 9Ti#^>n^N- [3- (3-75vV7x-JW -2 - (E) -7°D^- 

)V] -N- [3-^dd- 4- (i, 2-^^;i/tr^u^>-4-^;i/^^'» 71 

-JH X^7 7^i«X^ 2MI (2 6 0mg) £3N£K (2 0ml) 

6 0t;T4l3WiJt#Lfc. K**ftM*Tf»iJLfcft, jKJET««U SK 

it£#ElH PLC (YMC-Pack ODS-A; YMC. $ffi$J£ : 1 5 % 7ir b X HJ 

tlz£Q, HfB{b£$l 2 2 0 m g («8 9%) £«6fcJgJBH#£LT»fc.' 

'H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.33 (3H, d, J=6.5), 1.70-1.80 (1H, m), 
1.85-1.95 (1H, m), 2.20-2.35 (2H, m), 2.76 (3H, s), 3.05-3.15 (1H, m), 3.20-3.35 
(1H, m), 3.45-3.60 (1H, m), 4.28 (2H, s), 4.47 (2H, d, J=6.0), 4.64 (1H, m), 6.43 
(1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.33 (1H, d, J=9.0), 7.41 (1H, dd, 
J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.59 (1H, d, J=2.5), 7.68 (1H, d, J=8.0), 7.73 (1H, 
d, J=8.0), 7.86 (1H, s) ; 

IR (KBr, cm" 1 ) : 1733, 1676. 



nmm 4 1 

N— [3- (3-7Sv/7x^) -2- (E) -7w<-)V\ -N — [3-gP 
□ -4- (OF 'J v>- 7 zd2k**Lkl 7x~;l/] X^7 7t<J^||l^ 2 

mmm. mmt^mm^ 2 1 ) 

#%0!I9 5T*#S>*lfcN- [3-^OP-4- H>F l Jy>-7-fM+-» 7 
xXJlO -N- [3- (3->7/7xrJW -2- (E) -^P^XJU] ^7 7^ 
•fJUfflkWU (6 0 0mg) ^DD^^> (2 0ml) RtfX*/-JU (2 0m 

LtCo S^^teTSIlfcl, SSESX^y-^ (2 5ml) fc**U &te7> 
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^-^A**^ (1 3 0mg^*5ml fcjgfi?) ~BO$2 8 %7>^-77K (0. 2 9m 
1) £Jn*fc&, £ffiT-lft«#Lfc. S*«*«EET«JWUfc^» a«»»HPL 
C (YMC-Pack ODS-A; YMC, W&WBk 2 0 % 7-fe h - h U JP/zK) THIS Lfc. 

#e,nfc»^@#:^x^y-;i/ (5m n 4n ttft**^:**-^^ 

(0. 2 0ml) &im*.fc&, «JBET««tta$*SCt»C<kO, ^frfft£#jl4 0m 
g (K$2 0%) £3tfiaSJ£J&0#£L-O§&. 

J H NMR (500MHz, DMSO-dg) 6 ppm : 1.23 (3H, t, J=7.0), 1.60-2.35 (8H, m), 
3.00-3.10 (2H, m), 3.25-3.35 (1H, m), 3.45-3.55 (2H, m), 4.19 (2H, q, J=7.0), 
4.41 (2H, s), 4.47 (2H, d, J=6.0), 4.98 (1H, m), 6.43 (1H, dt, J=16.0, 6.0), 6.58 
(1H, d, J=16.0), 7.30-7.35 (1H, m), 7.40-7.45 (1H, m), 7.55 (1H, t, J=8.0), 7.55- 
7.65 (1H, m), 7.68 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.87 (1H, s) ; 

IR (KBr, cm' 1 ) : 1738, 1675. 



$mw 4 2 

N - [3- (3-7$y;7x^) -2- (E) -y°U^-)V\ -N- [3-gO 
□ -4- (-f>K'J>?>-7 — jJM^vQ 7xZJl/] T.^yr^-i 2WSt& 

m^it^mmn 525) 




lT*#£>ftfcN- [3- (3-75vV7x-JV) -2- (E) 
-N- [3-#DD-4- «>H'Jv ? >- 7 — Olttis) 7jl-)1) 7.)V?7 
^)VmStX^)V 2mm& (l 3 Omg) $3N tfttt (lSml) fci§#U 6 0"C 

r3mrm&Lfc. Efc*&£fl£Ti*aflLfc«, m&TmmL, m^^^h p l c 

(YMC-Pack ODS-A; YMC, ®t)A®M : 1 5 %7± h U;U/tK) T'iSl/fc. # 
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1 Omg (W8 8%) Sftifiai^HtftUT^fc. 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.60-2.35 (8H, m), 2.95-3.10 (2H, m), 
3.15-3.50 (3H, m), 4.28 (2H, s), 4.47 (2H, d, J=6.0), 4.99 (1H, m), 6.44 (1H, dt, 
J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.30-7.35 (1H, m), 7.40-7.45 (1H, m), 7.55 (1H, 
t, J=8.0), 7.55-7.65 (1H, m), 7.69 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.89 (1H, s) ; 

IR (KBr, cm 1 ) : 1734, 1675. 

m&m 4 3 

N— [3- (3-7Sy;7x-J^) -2- (E) -7u^zL)l] -N- [4- (1 

1 mffitt&m&n 5 7 > 

###J9 9t#5n&N- [3- (3->7/7xZJ|/) -2- (E) -^D^-JU] 
-N- [4- (1 -^WHWJ v>-4— f;|/^'» 7x-JH X^Tt-fiW 
BSEX^;P (5 7 Omg) £S?£DD**> (2 0ml) Rtfx*/-;l/ (2 0ml) O 

K^jKS:«JET»lfiSUfc«» 3SS££x*/-;U (2 0ml) fc»#U tttftJ^xtf 
A*»»t (1 4 0mg^7jc5m 1 Rtf2 8 %7> ; 6X77K (0. 3 1ml) £ 

(YMC-PackODS-A;YMC, &tfflgg£ : 17. 5 %7"fe hX h U;k/#) "CUSl/fe. 

*#£nfcfc£JBH#&x*y-;u (iomi) k»#u 4N ^«Sv ? ^+ii->^ 

ffi (0. 2 2ml) *iD*.fc«, «JETWfflSH*-&a^i:K±0. tsBlfc^ll 1 5 0 
mg (JR¥2 2%) £&ttfi&^@#£ LT#fc. 

*H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.23 (3H, t, J=7.0), 1.85-2.05 (2H, m), 
2.05-2.25 (2H, m), 2.73 (3H, s), 3.00-3.15 (2H, m), 3.20-3.30 (1H, m), 3.40-3.50 
(1H, m), 4.20 (2H, q, J=7.0), 4.34 (2H, s), 4.44 (2H, d, J=6.0), 4.50-4.60 RXS 
4.70-4.80 ffi 1H, &m), 6.43 (1H, dt, J=16.0, 6.0), 6.55 (1H, d, J=16.0), 7.00- 
7.10 (2H, m), 7.35-7.45 (2H, m), 7.54 (1H, t, J=8.0), 7.68 (1H, d, J=8.0), 7.71 (1H, 



WO 02/081448 PCT/JP02/03355 

158 

d, J=8.0), 7.88 (1H, s) ; 
1R (KBr, cm 1 ) : 1738, 1674. 

n«j 4 4 

N— [3- (3-7v>7 7i3) -2- (E) -~fu^-)V] -N- [4- (1 

-*?-;nf^u^>-4-- pyx**/) 7i-ji/]7ji/77Hi^ immm. w 
Kit&mgn 5 6 1) 

M4 3t#W:N- [3- (3-75y;7i-jW -2- (E) -^D^- 
Jl/] — N— [4- (1-*3MH^U v>-4.--r;l/^S» 7xZJW ^7 7^ 
;I/WX?;U 2MS (2 5 0mg) 53N M (30ml) C^l, 6 0t;T' 

(YMC-Pack ODS-A; YMC, : 1 0 %7-£ h~ MUU/tK) TlstSJLfco # 

Muomg (W5 8%) zm&mfewmfo tLxmz. 

'H NMR (500MHz, DMSO-dg) <5 ppm : 1.80-1.95 (1H, m), 1.95-2.05 (1H, m), 
2.05-2.25 (2H, m), 2.70-2.80 (3H, m), 3.00-3.15 (2H, m), 3.20-3.30 (1H, m), 
3.40-3.50 (1H, m), 4.20 (2H, s), 4.45 (2H, d, J=6.0), 4.53 S.r/4.74 (If- 1H, g- m), 
6.44 (1H, dt, J=16.0, 6.0), 6.55 (1H, d, J=16.0), 7.02 (1H, d, J=9.0), 7.05 (1H, d, 
J=9.0), 7.39 (1H, d, J=9.0), 7.41 (1H, d, J=9.0), 7.54 (1H, t, J=8.0), 7.68 (1H, d, 
J=8.0), 7.71 (1H, d, J=8.0), 7.87 (1H, s) ; 

IR (KBr, cm 1 ) 1733, 1676. 



mm 4 5 

N- [3- (3-7$^/7xZJV) -2- (E) -7°P^~;i/3 -N- [4- (1 

-*?-)v\i^) vy-A-^h**^) -3- vv~7)\,*n*3-)\,7^-)V\ 7,^77 
t^^iii^ 21mm. (m*<t&®mn 8 5 ) 
#%#ii 0 4T#e>n^N- [3- (3-->7y7i^) - 2- (e) -^p^- 

;u] -n— [4- (i-pwue^u v>-4--r;i^*v) 
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;i^x~;i/| XJ^yt^HH?^ (1 2 9 8mg) %i/>?uu*$> (3 0ml) 

Rzsx^y-jv (i5mi) (Dmsmmizmmv. tk^t, mtym^mvr^ m± 

Oml) i&ityy^-VAKmifo (2 4 6mg£7j<10mncM) RZt2 

8%7> ; E-77K (0.3 2ml) SST-Wlfe. «I4N ^ 

^7jc^^^>M^ia^fc^> MflrFMU 8lal£#®HPLC (YMC-Pack 
ODS-A;YMC, Mi: 2 5 h U ;U/tK) T'illfc. 

^1N i£$^J§fi?L-£^ MJETM^S^i^^dtfCck^, ^IB^tll 1 1 5 
mg (M7 4%) £M£&^@&£L-Tf#fc. 

*H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.22 (3H, t, J=7.0), 1.91 Rtf 2.06 (It 2H, 
# m), 2. 17-2.27 (2H, m), 2.73 (3H, m), 2.87 3.50 ffi 2H, # m), 3.37 RXS 3.44 
(th 2H, & m), 4.19 (2H, q, J=7.0), 4.45 (2H, m), 4.50 (2H, d, J=6.0), 4.74 Rtf 5.00 
(ff 1H, & m), 6.45 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.39 KZK7.45 (ff 
1H, €• d, J=10.0), 7.55 (1H, t, J=8.0), 7.65-7.74 (4H, m), 7.89 (1H, s) ; 

IR (KBr, cm" 1 ) : 1739, 1676, 1353, 1155. 

nmm 4 6 

N— [3- (3-7$SV 7x-Jl/) -2- (E) -7°P^Zi;U3 — N— [4- (1 

^-r 2 jgj (#i^k£«^ 5 8 9) 

^»4 5Tl#en7cN- [3- (3-75y7 7iZjW -2- (E) 

;u] -N- [4- (l -^^;nf^u v>-4—r;i/^-+v) - 3 - MJ^i^n*?- 

ji/7x-jw 7.)vyT^)imm^)v 2mm^. (8 0 3m'g) ^3N mm (20 

ml) Cfc#U 6 0t;T8^WUc. fi)£«*SiiT!^l/ft|, «flET«BS 
U PLC (YMC-Pack ODS-A; YMC. mttiW : 1 7 %7± h - h U 

cn**K:»»U, ffigftmifrf £ £ <k D , gflaffrSfc 6 0 7 m g (iR$ 
7 9%) ^IfiMl^tlTff;. 
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'H NMR (500MHz, CD 3 OD)<5ppm: 1.93 RZS 2.17 (th 2H, & m), 2.28 R£/2.39 
(ff- 2H, & m), 2.90 (3H, m), 3. 10-3.25 (2H, m), 3.47 Rtf 3.60 (ft 2H, & m), 4. 12 
(2H, s), 4.55 (2H, d, J=6.5), 5.00 (1H, m), 6.43 (1H, dt, J=16.0, 6.5), 6.57 (1H, d, 
J=16.0), 7.30 Rtf 7.36 (ffh 1H, & m), 7.54 (1H, t, J=8.0), 7.65 (1H, d, J=8.0) 7.71 
(1H, d, J=8.0) 7.72-7.80 (2H, m), 7.80 (1H, s) ; 

IR (KBr, cm' 1 ) : 1733, 1676, 1350, 1154. 



mmm 4 7 

N- [3- (3-7$y/7i-;i/) -2- (E) -7°U^-)l] — N — [3-?D 

p-4- (l -fr;i/A-fg H-r^br^'J^>-4--f;|/^'» 7xzM ^77^ 




(a) N- [3- (3-7$y;7i^) -2- (E) -^U^~)V] — N — [3 
-^□□-4- (tf^U> ? >-4--r;^^-» 7i^JP] XJl/7 7HJ^tXfA 

a 7 o t# <=> ntc n - [4- (i - t -yh^v^;u^-;i/tf^u> ? >-4--r 

)Vtt 9 s) -3-^DD7i-JW — N— [3- (3-y7y7xr;W -2- (E) 
-7°P^-;i/] ^Jl/7 7 c E'f^Slf;i' (1 2 0 0mg) ^DD/^> (3 0m 

1) Wx*/-;U (2 0ml) ©g£JgJifc:J8#U *?frT, 16^***3 Cfc^, 

♦ 

Oml) £j£#?U ^t7> ; £-^A7KM (2 0 8 mg £tK 1 Om 1 mS2 
8%7> : E-7fr (0. 4 0ml) £Jn*.fc&, £fl"r-l!fei*#Lfc. S»4N % 
ffc**$>tf*1*>8ft£jDA£&. 3*JET*ttU »a*»55lHPLC (YMC-Pack 
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ODS-A;YMC, : 2 0 %7± h— h I) )\>/i£) THHSILfc. #£>n/i&&£J£@ 

(2 0ml) K»#U 4N *ft**^***>»iK (0. 5 0ml) 

«BBft^*6 6 2mg (W5 6%) &ifcltfiiB£jeB#£L,T»fc. 

'H NMR (500MHz, DMSO-d 6 ) dppm : 1.23 (3H, t, J=7.0), 1.88 (2H, m), 2.10 (2H, 
m), 3.08 (2H, m), 3.17 (2H, m), 4.19 (2H, q, J=7.0), 4.41 (2H, s), 4.47 (2H, d, 
J=6.5), 4.78 (1H, m), 6.44 (1H, dt, J=16.0, 6.5), 6.57 (1H, d, J=16.0), 7.30 (1H, d, 
J=9.5), 7.41 (1H, dd, J=9.5, 2.5), 7.55 (1H, t, J=8.0), 7.59 (1H, d, J=2.5), 7.69 (1H, 
d, J=8.0), 7.73 (1H, d, J=8.0), 7.88 (1H, s) ; 

IR (KBr, cm 1 ) : 1737, 1675. 

(b) N— [3- (3 -7$vV7x_;P) -2- (E) -?W\-)V\ — N— [3 
4 - (1 -frJUA<5 K-t > ;UbT^'J> ? >-4--f;i/^-^5» 7xnjU] 7JU 

mmM47 (a) Tf#6>n&N- [3- (3-7$^7x-JW -2- (E) -7° 

p^-;i/] -N- [3-7PD-4- (tr^u> ? >-4 — r;w-+5/) 7x-JW 7JI/ 

7 7 ; e-fJHIfli^ 2Jg^% (0. 79g) £X^/-;U (2 5m 1 ) 

MTX^jM/A^S^-Mffflfclft (0. 2 9g) h 0 X3^7 5 > (0. 7 2 
ml) SiHAfclfe, l^fiT16^fiLfc, KJ«Wl:4N ^ftTK^v 
(10ml) £2in*.fc&, «JET»ttU SH££#«tH PLC (YMC-Pack ODS-A; YMC, 

(10ml) fcJgflfU 4N ttflS7K*^^>»* (2ml) £ADx.£:*£> MJET 

g (W6 1%) £*£&*£]f£Hft<hLT#fc. 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm: 1.23 (3H, t, J=7.0), 1.73-1.87 (2H, m), 
1.99-2.10 (2H, m), 3.57-3.68 (2H, m), 3.71-3.78 (2H, m), 4.19 (2H, q, J=7.0), 
4.42 (2H, s), 4.47 (2H, d, J=6.0), 4.81-4.86 (1H, m), 6.45 (1H, dt, J=16.0, 6.0), 
6.58 (1H, d, J=16.0), 7.33 (1H, d, J=9.0), 7.41 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, 
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J=8.0), 7.60 (1H, d, J=2.5), 7.69-7.75 (2H, m), 7.90 (1H, s), 7.99 (1H, dd, J=15.0, 
7.0) ; 

IR (KBr, cm 1 ) : 1737, 1702, 1675, 1351, 1155. 

mmm 4 8 

N- [3- (3-7Sy7 7x^) -2- (E) -y°U^~)l] — N — [3-gD 

□ _ 4 _ (i H-r;ue^'Jv>-4— r;p^-» txtju] 

-f JUIElE 2%ffij[ 5 2 6) 



H5S0O4 7 (b) TftfcttfcN- [3- (3-7Sy/7i^) -2- (E) -7° 

-n— [3-^dd-4- (i -4s;i/A-r$ H-r;utf^u v>-4--r;u^- 

7x-JH TJl^j^-OHI^X^U 2i£$^(0. 35g) ^3N 
5ml) £*§ft?U 6 0t:T4. 5 P^M^Lfco ^JE 
Till, St^MPL C (YMC-Pack ODS-A; YMC, igittM : 15%7ilh 
rhU;i//7jO TffSJLfco #^tlfcM@*SlN iggf (3ml) K*§#?Lfc&> 
MJETTO^B^itfc, £tt£7Kk:ig3?L£^ ^,^ii{C#Tc:<i:{Ci;D, ^IB-fb^ 
tJO. I7g («5 2%) ^^fe*l^ia#:i:LTt#fCo 

: H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.73-1.87 (2H, m), 1.98-2.11 (2H, m), 
3.57-3.79 (4H, m), 4.28 (2H, s), 4.47 (2H, d, J=6.0), 4.79-4.86 (1H, m), 6.44 (1H, 
dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.32 (1H, d, J=9.0), 7.42 (1H, dd, J=9.0, 
2.5), 7.55 (1H, t, J=8.0), 7.59 (1H, d, J=2.5), 7.70 (1H, d, J=8.0), 7.73 (1H, d, 
J=8.0), 7.89 (1H, s), 7.99 (1H, dd, J=15.0, 7.0) ; 

IR (KBr, cm 1 ) : 1731, 1703, 1675, 1347, 1154. 
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%mw 4 9 

N— [3- (3 - 7$y/7x-^) -2- (E) -7°D^x;i/] — N — [3-?a 

□ -4- [l- (i --rsy^Dbf;^) e^u> ? >-4--r;p^^->] 7x3] tji/ 

7 7t^^|l^ 2i&lgifi (#^{b"&$J#^ 2 3 ) 




HM#J4 7 (a) T*#<=,ftfcN- [3- (3-7>y;7i-JW -2- (E) -7° 
P^-;U] — N- [3-^OD-4- (tf^'Jv>-4 --Dlj-Jris) 7xx;i/] 
7 7HJWxfJl. 2^& (0. 7 7g) £X^/-;U (2 5ml) lC/§fi?U 
%Ur\ 7^U#> • VIMXt"^ ^9 8i, 156 

7H (1 9 7 6*f) [ J. Amer. Chem. Soc , 98. 567 (1976)]£f5ifc(7);fr&l::fig^7°P fcf 

^h'j;i/ct«9^$n/cx^;i/yDt:^w5x~h mm& (o. 5 4 g ) mi> 

U X3MP7 5 > ( 0 . 8 8ml) £»P;i£:^ 2 2 SHEIKS t fc. RmcoWtr^ 

m^tztb, X^MI^nlf^W^x-h (0. 18g) RZ$ h V X? )17 > 

(o. 3 5mi) ^jida., mwc^^\z4. smmmwvrco Rfomz4N m&m 

(10ml) *Jn*.fc&, »JET»»U 8«£&*MRHPL C (YMC- 
Pack ODS-A; YMC» m&®1& : 2 5 %7il hX h UJlvOJO T^MUfc, f#£ftfc& 
^@^^X^y-;i/ (10ml) CJgffiU 4N ^fc7K^^^i^>M (2m 1) 

«B3<fc^*0. 5 7g (iR$6 7%) $rMfi*i^@^<i:LT#fc. 

! H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.15 (3H, t, J=7.5), 1.23 (3H, t, J=7.0), 
1.74-1.83 (2H, m), 2.01-2.10 (2H, m), 2.61 (2H, q, J=7.5), 3.58-3.77 (4H, m), 
4. 19 (2H, q, J=7.0), 4.42 (2H, s), 4.47 (2H, d, J=5.5), 4.80-4.89 (1H, m), 6.45 (1H, 
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dt, J=15.5, 5.5), 6.58 (1H, d, J=15.5), 7.33 (1H, d, J=9.0), 7.41 (1H, dd, J=9.0, 
2.5), 7.55 (1H, t, J=8.0), 7.59 (1H, d, J=2.5), 7.69-7.74 (2H, m), 7.90 (1H, s) ; 
IR (KBr, cm" 1 ) : 1738, 1671, 1619, 1352, 1157. 



mm 5 o 

N- [3- (3-7$yV7iZJ|/) -2- (E) -^U^-M - N - [3-^7P 

□ -4- [l- (i-<$;7°Dif^) e^u> ? >-4--r;M-^>j 7izjh tju 

2751Mt2lti (#J^fb£$3## 5 2 7) 




Hi5fif!l4 9T^#^.nfcN- [3- (3-7iy;7i-JW -2- (E) -7*0^' 

-n— [3-^dd-4- [l - (i-<5y^atf;p) tf^'j v>-4--r;u^- 

7iZjH XJV7 7t<^iiX^ 2^^ (0. 4 2g) £3N « (1 
5ml) fC»#U 6 0t:T6. 5Wfl!#L/Co £/»£^£TML£&> MJE 
Till- ^^^SlHPLC (YMC-Pack ODS-A; YMC. MM: 18%7-feh 
-HJ;k/7jO Tllllfe. #e>nfc^^@#:$lN J&i? (3ml) \zmMLtt&* 

iETii^i^tfc. *eefl»3#-rj:«!:fcj;r), anB^^ 

mo. 3 7g (1R$9 3%) *JSfiJSJE»H#tUT»fc. 

*H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.15 (3H, t, J-7.5), 1.71-1.87 (2H, m), 
2.00-2.12 (2H, m), 2.63 (2H, q, J=7.5), 3.59-3.81 (4H, m), 4.30 (2H, s), 4.48 (2H, 
d, J=5.5), 4.81-4.88 (1H, m), 6.46 (1H, dt, J=16.0, 5.5), 6.58 (1H, d, J=16.0), 7.34 
(1H, d, J=9.0), 7.43 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.60 (1H, d, J=2.5), 
7.70-7.76 (2H, m), 7.94 (1H, s) ; 

IR (KBr, cm 1 ) : 1734, 1671, 1620, 1349, 1156. 
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5 1 

N- [3- (3-7$vV7x~;U) -2- (E) -7u<~)l] -N- [4- (1 
--f $ ; 7xr;M^^'J y> - 4 - ^ Wy) - 3 -7 □ D7x-JU] 7J[/7 

7 (a) T#e>nfcN- [3- (3-75y;7x^) -2- (E) -7° 
□ — N— [3-7DD-4- (tr^U^>-4--f;M-^>) 7x~;U] 7JU 

7 7HJl/»ilfJl/ 2Jftfttt (0. 6 9g) *I^;-;K2 0ml) t»j|U 

£STf, i^K>x-r$f-h auittt (o. 6 3g) ms v u x^;u7 5 > (0. 

9 4ml) £#D*., 60t:T2. 5P#BH$#L£&, ifit'16. 5WLfe. $ 
£fC6 OtT'l 1. 5l*IB8t*#l/fc«, MT6 0. 5Wilfc„ S*ttfc4N lfi 

(5mi) zmtt'&, «jET**gu mmzftmnpLc 

(YMC-Pack ODS-A; YMC. &fflgg& : 2 5 X7t h— h U JU/tK) T^SLfe 0 % 
£>nKM%MUfo*Z.2 (5ml) £i&$U 4N Jfrfb#3H^**1J->J8ifc (2 
ml) £in*.£&» MmT^lt^0^it^cl<h{Cci;O, SIBB^^KjO. 3 6g (||4 
5%) £fcfe*t£#H#£LT#fc. 

l H NMR (500MHz, DMSO-d 6 ) (5 ppm : 1.22 (3H, t, J=7.0), 1.73-1.81 (1H, m), 
1.90-2.03 (2H, m), 2.17-2.24 (1H, m), 3.30-3.51 (2H, m), 3.78-3.86 (1H, m), 
3.89-3.95 (1H, m), 4.18 (2H, q, J=7.0), 4.41 (2H, s), 4.47 (1H, d, J=6.0), 4.83- 
4.88 (1H, m), 6.43 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.33 (1H, d, J=9.0), 
7.40 (1H, dd, J=9.0, 2.5), 7.53-7.73 (9H, m), 7.88 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1671, 1605, 1353, 1156. 



$mm 5 2 

N- [3- (3-7$y;7ir^) -2- (E) -7°P^-J1/] — N— [4- [1 

--f $y 7x-;u^^;ue^'j v>-4--r^^->] -3-^dp7x^] t>)V7 

7^)l<BWt 2Mi (^te^W^f 5 2 8) 

lTf§£>nfcN- [3- (3-7$y/7i-JW -2- (E) -7*D^- 
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ju] — n— [4- (l— r$y7x-;i/^^;utf^Uv>-4--r;i/^-+v) -3-2 
dd7i-;h ^;i/7 7 : e-r;nf^x5 1 ;u 2&&& (o. 2 5g) ^3N (i 

2ml) fcJMPU 6 0 < CT'3P#P^^Lfeo ^ffiTil 

ffil,. MSMHPLC (YMC-Pack ODS-A; YMC. MM : 2 0%7-feh~h 

0. 2 1g («$8 9%) £&&&£JBH#:£UTlSfc. 

'H NMR (500MHz, DMSO-d 6 ) (5 ppm : 1.70-1.78 (1H, m), 1.88-2.02 (2H, m), 
2.14-2.22 (1H, m), 3.28-3.50 (2H, m), 3.83-3.90 (1H, m), 3.91-4.01 (1H, m), 4.27 
(2H, s), 4.45 (2H, d, J=5.0), 4.82-4.89 (1H, m), 6.44 (1H, dt, J=16.0, 5.0), 6.56 
(1H, d, J=16.0), 7.32 (1H, d, J=9.0), 7.40 (1H, dd, J=9.0, 2.5), 7.51-7.71 (9H, m), 
7.90 (1H, s) ; 

IR (KBr, cm 1 ) : 1733, 1673, 1605, 1349, 1155. 

mmm 5 3 

N- [3- (3-7$y;7x^) -2- (E) -T'd^-JH -N- 
□ -4- [1- (4, 5-> ? h:HP-3H-bfD-;i/-2--r;U) fcf^US?>-4~f 




CI -2HCI 



7 (a) rmZtltzN- [3- (3 -75vV7x-JU) -2- (E) -7* 
□ ^-JH - N— [3-7PO-4- (tf^Uv>-4—r;U^>') 7x-;i/] 7JI/ 
7 7t<J«XfJP 2%K% (0. 7 5g) £x*y-;U (2 5ml) fc»#U 



WO 02/081448 PCT/JP02/03355 

167 

W>2 4#, mi 4 7M (1 9 9 2m [ Org.Prep.Proced.Int r 24 t 147(1992)] 

\zmm.<Diitik cue v j 2 - t? o u v j > «fc o ntz 5 - * h * -> - 3 , 4 - v t h □ 

-2H-tTo-;U (0. 2 5g) Sy>'Jx^75> (0. 6 9ml) ^iPA, ftffi 
Tl 0B#IW8t#Lfc&, 8 4BtTOSL7t. £j£8£K4N *ft7k*^*-»J->»« ( 1 
0ml) £iD*_fc&. «JET»ltU SS£#ttHPLC (YMC-Pack ODS-A; YMC, 

(i omi) icigb, 4N mtfcm~j*tt>mm (2m n •&i&x.tz&, met 

5 2 g («6 2%) *#Sfi^^iafttL/T^fc. 

*H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.23 (3H, t, J=7.0), 1.75-1.86 (2H, m), 
2.02-2.14 (4H, m), 2.97 (2H, t, J=8.0), 3.50-3.91 (6H, m), 4.19 (2H, q, J=7.0), 
4.42 (2H, s), 4.47 (2H, d, J=6.0), 4.81-4.87 (1H, m), 6.45 (1H, dt, J=16.0, 6.0), 
6.58 (1H, d, J=16.0), 7.34 (1H, d, J=9.0), 7.41 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, 
J=8.0), 7.59 (1H, d, J=2.5), 7.70-7.74 (2H, m), 7.91 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1672, 1352, 1156. 

nm>i 5 4 

N— [3- (3-7^yV7i^) -2- (E) -y'a^-JV] — N— 
□ -4- [1- (4, 5-> ? bHn-3H-bfD-;i/-2-<;i/) bf^'Jv>-4 — f 
jk^vj Zxxjk] TJkZz^likilM 2111 (#l^fc£$j#^5 2 9) 




H»J5 3T!#SftfcN- [3- (3-7^yV7i-^) -2- (E) -7°n^- 
;W -N- [3-£dd-4- [1- (4, KD-3H-tfD-JU-2—f JU) 
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3 6g) £3N ttft (1 5ml) fc»#U 6 0*01? emmuwLtzc Kfom*^M 

^T'^Lfc^. MJETMU iS^KHPLC (YMC-Pack ODS-A; YMC» ® 

1 5-1 8%7-lrh-hU^/7K) TUfSSLfc. Il^nfcft^lft^ 1 N ift 
ft (3ml) MJETit*tf£H£-&fc. :n^Jc}3iLfci, XISftjR 

k:#i-z:tk:«j:D, aiiH^teo. 3 2 g (ir$9o%) *m&mfeMm&t LTntz. 

>H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.73-1.88 (2H, m), 2.00-2.14 (4H, m), 
2.97 (2H, t, J=8.0), 3.50-3.88 (6H, m), 4.30 (2H, s), 4.47 (2H, d, J=5.5), 4.81-4.88 
(1H, m), 6.46 (1H, dt, J=16.0, 5.5), 6.58 (1H, d, J=16.0), 7.34 (1H, d, J=9.0), 7.42 
(1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.59 (1H, d, J=2.5), 7.71-7.76 (2H, m), 
7.93 (1H, s) ; 

IR (KBr, cm' 1 ) : 1734, 1672, 1350, 1155. 

%im\ 5 5 

N- [3- (3-7Sy77i-J0 -2- (E) -y'n^-)l] -N- [3-^7P 
□ -4- [1- (2, 3, 4, 5-fh7bFPlfUy>-6-l'^) tf^Uv>-4 

6) 

4 7 (a) T'^^n^N- [3- (3 -75 yV 7i-JW -2- (E) -7 

p^-;w -N- C3-^dp-4- (tf^Uv>-4 --r;i/^v) 7i3] 

7 7^^*1^ 2^^ (0. 8 1g) $X^y-;i/ (20ml) t^L, 
MT, ^-tf-yy* • 7V/1l/-v-3> • 7>K • y°U : y~i/^-X- ^y^-i-i^ 
3^-;K 312 ^1 4 7H (1 9 9 2¥) [ Org. Prep. Proced. Int. f 24 , 147(1992)] 

iztmoumzft^v^) v>-2-^->j:«9-&^$nAc6-xh^^-2, 3, 4, 

5-fh7tKDe»Jy> (0. 3 3 g) R^hUX^;U75> (0. 7 4m 1 ) £JQ 
A, 35°CT3. Smmm.&Ltz&> ^MT11P#»SU £e>K4 5t:T2 4P#F B 1 
8l#Lfc. ^C4N Sffc7K*^^+^>»* (5ml) £JnA£&, teTII 
U Si££#ElHPLC (YMC-Pack ODS-A; YMC, &tfti£JI : 2 3%7-fehXh'J 
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Ltz3k. m&&,mztttZt\Z£r). gMO. 2 1g («2 3%) 

'H NMR (400MHz, DMSO-d 6 ) <5ppm : 1.22 (3H, t, J=7.0), 1.65-1.80 (6H, m), 
2.00-2.09 (2H, m), 2.66-2.72 (2H, m), 3.30-3.36 (2H, m), 3.49-3.75 (4H, m), 4.19 
(2H, q, J=7.0), 4.42 (2H, s), 4.47 (2H, d, J=5.5), 4.81-4.87 (1H, m), 6.44 (1H, dt, 
J=16.0, 5.5), 6.58 (1H, d, J=16.0), 7.33 (1H, d, J=9.0), 7.41 (1H, dd, J=9.0, 2.5), 
7.53-7.59 (2H, m), 7.69-7.74 (2H, m), 7.90 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1674, 1637, 1354, 1155. 

mmm 5 6 

N- [3- (3-75y;7i^) -2- (E) -^u^-)V\ — N — 
D-4- [1- (2, 3, 4, 5 -rh7b HDfcf U v>-6--f;i/) bf^'Jy>-4 

zrLM±id 7xzjh xjkzzi&±Ml 2jfi%% (0y^t&#j#^f 5 3 o ) 

mmms 5T*mt>ntcN- [3- - 2- (e) -^p^- 

)V\ — N- [3-£DO-4- [1- (2, 3, 4, 5-f h7k KDtf'J v>-6- 

(0. 2 8 g) ^3N mt (1 2ml) fc»#U 6 0t;T5P*ISIiI#L&. Kfcifc 
£ga£Tft#b&«, ttJEETSIISU 8ia£#$HPLC (YMC-Pack ODS-A; YMC< 

tf?-££K:«kD» «Bfc£«JO. 19g (JR*7 1 %) LTt#7c. 

»H NMR (400MHz, DMSO-dg) <5 ppm : 1.64-1.81 (6H, m), 1.99-2.08 (2H, m), 
2.67-2.72 (2H, m), 3.30-3.37 (2H, m), 3.55-3.78 (4H, m), 4.28 (2H, s), 4.47 (2H, d, 
J=6.0), 4.80-4.87 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.32 
(1H, d, J=9.0), 7.41 (1H, dd, J=9.0, 2.5), 7.53-7.59 (2H, m), 7.67-7.74 (2H, m), 
7.88 (1H, s) ; 
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IR (KBr, cm 1 ) : 1734, 1675, 1637, 1352, 1156. 

nmm 5 7 

N- [3- (3-7$y;7i-^) -2- (E) -~Ju^~)l] — N — 
P-4- [1- (-3, 4, 5, 6-xH7hFP-2H-7ifH>-7— UV) fcf^'J 
>>>-4 — fjk£±id 7*XJU] XJl/??^^^!^^ 2^& (^J^k-& 
2 7 ) 

HJ£#I4 7 (a) Tl#£tlfcN- [3- (3-7$^7x^W -2- (E) -7 

p^-;i/] -N- [3-^po-4- (e^u^>-4—f;i/^v) 7i-jw tju 

7 7 : 6'f«iXfJl' 2^m^ (0. 7 5g) £X^y-;U (2 5ml) C»fl?U 
£?Te. 7-^h*->-3, 4, 5, 6-f h7k Fp - 2 H-7-feft:> (0. 3 9 g) 
mSh^^)V7^y (0. 8 5ml) £flP;L TOT 7 IMBfftL-fc^ 1 5P#P B m 
«L/co K^mntm^t^ . 7-*H*->-3, 4, 5, 6-rh7tFD-2H 
-7iftf> (0. 2 2g) ^b'JXWi> (0. 5 1ml) £Jp*., 4 5T;T1 
2IWJ«#Lfc&. ilTl 1W1U ^e»(3 4 5 < CT'l 0B*M»#Lfc. 
H4N ififlS7K*S?*+"tJ->** (5ml) £flP*.7i^, iffiTIil. M£##H 
PLC (YMC-Pack ODS-A; YMC, : 25%7-feh-hU L 

fc. f*6>nfc»SJ£JBB#:£x*>>-;i/ (5ml) fc»#U 4N mVmVttVy 
®m (2ml) £JD*fc&, »JET««teEaS"ti:fc. ^n**tC»«¥Lfc«, 
(C^TCitCctO, SIBBfb^O. 30g (»35%) £Mfe&»@#£bT#£. 

! H NMR (400MHz, DMSO-d 6 ) 5 ppm : 1.21 (3H, t, J=7.0), 1.52-1.63 (4H, m), 
1.68-1.81 (4H, m), 2.04-2.10 (2H, m), 2.84-2.88 (2H, m), 3.36-3.42 (2H, m), 
3.62-3.91 (4H, m), 4.18 (2H, q, J=7.0), 4.41 (2H, s), 4.46 (2H, d, J=6.0), 4.81- 
4.87 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.57 (1H, d, J=16.0), 7.32 (1H, d, J=9.0), 
7.40 (1H, dd, J=9.0, 2.5), 7.52- 7.59 (2H, m), 7.66-7.74 (2H, m), 7.88 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1674, 1628, 1353, 1156. 



mm 5 8 
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N- [3- (3 -7$->V 7i-JP) -2- (E) -7n^~)l] -N- [3-^p 
P-4- [1- (3, 4, 5, 6-xh^t:FP-2H-7-tffcf>-7->f;U) tf^U 

5 3 1) 

^iSW 5 7 Tffc S N - [3- (3-7Sy;7i-;W -2- (E) --fal* 
)V] — N— [3-^PO-4- [1- (3, 4, 5, 6-rh7t Hp- 2H-7-fe?tf 
>-7-<;U) If^'J y> - 4 J^y] 7i-JW Xjl^7 7 1< J Wlf ^ 2 

(0. 24g) S3N Jfift (10ml) 6 0tt'6HFWU, 

KJfc3K*3ffi*T}friPLfc£, ffiTIil, HS5^|!HP L C (YMC-Pack ODS-A; 
YMC, WI: 1 8%7-feh-MJ;U/7k) TlSllfc. ftenfcj»^ift*lN 
&ft (3ml) \Z®mLfc'&. j«JB£T»ttf«H*-&fc. ^nSr*fc»»Lfc«, 
^f3#-r^<ttcj:fp, SffiflS'&ttO. 18g (K$7 6%) &&fi*S5£JBBI#£UT» 

/ v_ o 

J H NMR (400MHz, DMSO-dg) 5 ppm : 1.52-1.62 (4H, m), 1.67-1.82 (4H, m), 
2.00-2.09 (2H, m), 2.84-2.88 (2H, m), 3.43-3.49 (2H, m), 3.63-3.91 (4H, m), 4.27 
(2H, s), 4.46 (2H, d, J=5.5), 4.80-4.86 (1H, m), 6.44 (1H, dt, J=16.0, 5.5), 6.57 
(1H, d, J=16.0), 7.32 (1H, d, J=9.0), 7.40 (1H, dd, J=9.0, 2.5), 7.51-7.61 (2H, m), 
7.68-7.75 (2H, m), 7.89 (1H, s) ; 

IR (KBr, cm 1 ) : 1734, 1675, 1628, 1351, 1156. 



HJfiW 5 9 

■ 

N- [3- (3-7$yV7x^) -2- (E) -^U<~)1] -N- [4- [1 
- (4, 5->>^HP-3H-b: 0 P-;U-2— OV) hf^'J v>- 4 — fjM^±] Z 
x~;>] XJ^yt-fJ^ll^ 2$tt& (W^l!l#f 8 1) 



(a) N- [3- (3-7Sy;7xzA) -2- (E) -^P^ruU] -N- [4 

- (tWJS?>-4->f;M-^S/) 7x~;i/] z^77t-fii/ilii^ 2jfi»a[ 

##0»J1 0 8T??#&ttfcN- [4- (1- t-:/h*5'#;U#n;PfcWJ5?>-4- 
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-OM-^v) 7i-iH — N— [3- (3->7;7i-;i/) -2- (E) -7°P^X 
)V\ 7;i'7 7 J E<iHBIX^ (1. 4 6g) £v7PD**> (50ml) StXx^ 
y-;i. (2 5ml) U tKJ^T. *fc**£l«rWffli;fc&. £££ 

LT£fflT8l$lffl«#b&. £Jfc«&ttjET»Bbfc&, gStex*/-^ (4 0ml) 
iftffc7>*x£A;!K»Jft (0. 3 0gft*15mlt»j» R&2 8%7> 
^E-77jc (0. 58ml) fcjD*.&«, MT1 2tfMtt«Ufc. K*Wtfc4N tftffc 

»et«»u »*s»»hplc (YMc-pack 

ODS-A;YMC, : 1 5 %7ir hX h U Ttt«lT*;i tfc«fc t>, WE^fc 

^%0. 98g (IR*6 8%) &&*feai£«SH#£lxT»fc. 

'H NMR (500MHz, DMSO-d 5 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.83 (2H, m), 2.10 (2H, 
m), 3.05 (2H, m), 3.19 (2H, m), 4.20 (2H, q, J=7.0), 4.34 (2H, s), 4.45 (2H, d, 
J=6.0), 4.66 (1H, m), 6.45 (1H, dt, J=16.0, 6.0), 6.55 (1H, d, J=16.0), 7.04 (2H, d, 
J=8.5), 7.39 (2H, d, J=8.5), 7.55 (1H, t, J=8.0), 7.69 (1H, d, J=8.0), 7.72 (1H, d, 
J=8.0), 7.89 (1H, s) ; 

IR (KBr, cm°) : 1737, 1675. 

(b) N- [3- (3-7^->V7xX^) -2- (E) -7°D^x;j/) -N- [4 
- [1- (4, 5-v^fc: KP-3H-eP-;U-2--f;i/) M *W v>- 4 -4 

5 9 (a) TfcStlfcN- [3- (3-7$^7i-JW -2- (E) -7* 

□^xjH -n- [4- (e^u^>-4--r;^^r-» 7xx;u] ^yy^-iJm 

Wt^JV 2:»i& (0. 5 2g) Sx^y-jP (5ml) fc»#U ^MT, 
xy7 • ^W^-^a > • 7>F • 7oi/-yf-X- O^-tvatJK £12 4 

^147M(1992¥) [ Or^. Prep. Pro^H. Int. . 24. 147 (1992)]fCBB«<Z)^ 

^Vi2-tfP'J^y><fcD^$nfc5-^ h*->- 3, 4-yt KP-2H-tTP 
-;U (0. 2 6g) RtfMJX^;W75> CO. 6 0ml) £flD*-> BIT?2 9ITOJt 
S^^MJET , aHSb/t^> nWi&frmPLC (YMC-PackODS-A;YMC> 

mmmm: 2 s^-fehxbu^/jjo Tumufc. »e>nfc*sj£jBH#£x*/-;p 
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(4 0ml) fc»#U 4N ^k**^^+*>jS« (0. 7 5ml) &tB%.tt&* 

#10. 43 g 0R*7 7X) $i6Mifti:LT#fc, 

»H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.68-1.80 (2H, m), 
2.00-2.14 (4H, m), 2.96 (2H, t, J=8.0), 3.46-3.87 (6H, m), 4.20 (2H, q, J=7.0), 
4.34 (2H, s), 4.45 (2H, d, J=6.0), 4.67-4.73 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 
6.55 (1H, d, J=16.0), 7.04 (2H, d, J=9.0), 7.39 (2H, d, J=9.0), 7.55 (1H, t, J=8.0), 
7.68-7.73 (2H, m), 7.88 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1671, 1349, 1157. 

nmm 6 o 

N- [3- (3-7$yV7iZJW -2- (E) -^U^~M — N — [4- [1 
- (4, 5-yhKD-3H-h , D-^-2-<^) hf v>- 4 7 

x-;i/] 7,)vyT^)vsm 2m.mm m^t^mm^ 5 8 5) 




^Wll5 9 (b) TftSttfcN- [3- (3-7$v7 7x^W -2- (E) -zf 
p^-JU] -N- [4- [1- (4, 5-vLHD- 3H-fcTD— ;p-2-<JW fcf* 
iJ-/>-4--fJW*y] X^jt-fMHf^ 2J£&£ (0. 3 8 

g) £3N W (1 Oml) fc»#U 6 0t;T4l$M8t#L£. S««*M*"e 

»BET**6U 8«E£5HRHPLC (YMC-Pack ODS-A; YMC, i§Jti}£ 
ft: 1 5%7-feh->LUU/7jO TtlUfc. #&nfcaH£J&H#* 1 N i&m (3m 

£1C£9> «IBrt:£«K). 2 1g OR* 5 9*) £&&8££^H#<l:LT#fc. 
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*H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.68-1.80 (2H, m), 2.00-2.13 (4H, m), 
2.96 (2H, t, J=8.0), 3.46-3.72 (5H, m), 3.83-3.92 (1H, m), 4.20 (2H, s), 4.45 (2H, 
d, J=5.5), 4.67-4.73 (1H, m), 6.45 (1H, dt, J=16.0, 5.5), 6.54 (1H, d, J=16.0), 7.04 
(2H, d, J=9.0), 7.39 (2H, d, J=9.0), 7.54 (1H, t, J=8.0), 7.71(2H, d, J=8.0), 7.90 
(1H, s) ; 

IR (KBr, cm 1 ) : 1733, 1672, 1347, 1155. 

mmm6 1 

N- [3- (3-7$y77i^) -2- (E) -^u^zDV] -N- [4- [1 
- (2, 3, 4, 5-fh7b: HPhf'J^>- 6 UV) ^'Jy>-4-fm->] 

9 (a) rn^tltzN- [3- ( 3 -75^/71^) -2- (E) -7 

□ ^x;i/| -N- [4- (if^u v>-4--r;u^-+v) 7I-JH 7^-01/^ 
ifx^;u 2ig^ (o. 5 0g) £x^/-;u (5m l) «fl?u SIT, 

Xy£ • yi//tl/-i>3> • 7>H • 7"Dy-yt-X^>^-ty3tJk 312 4 

^1 4 71 (1 9 92$) [Or g. Prep . Proced. Int., 24, 147 (I992)]fc|3*©^fe 
iCfi^tf^'Jv^- 2-^->^t)^$nfc6 -X h**>- 2, 3, 4, 
KntfUv> (0. 3 1g) ^h'JlfJl/75> (0. 6 0ml) £JnA, fflT4 
BWSBfcLfc. &fom&M&Tni®lsft'&, M^WPLC (YMC-Pack ODS-A; 

YMC, iSfflM: 2 5 % 7-t h X h U ;u/7jc) -pfllKLfc. #?>nfcMI#§x^ 
(25ml) fc»#U 4N ttYb**S?**-9->»« (2ml) *JqAfc«, 

mo. 27 g (W4 7%) £fcfiit£JB@#:£LT#fc. 

'H NMR (400MHz, DMSO-d 6 ) (5 ppm : 1.23 (3H, t, J=7.0), 1.65-1.78 (6H, m), 
1.99-2.07 (2H, m), 2.68-2.72 (2H, m), 3.29-3.36 (2H, m), 3.44-3.55 (2H, m), 
3.70-3.90 (2H, m), 4.20 (2H, q, J=7.0), 4.34 (2H, s), 4.44 (2H, d, J=5.5), 4.68- 
4.74 (1H, m), 6.44 (1H, dt, J=16.0, 5.5), 6.55 (1H, d, J=16.0), 7.03 (2H, d, J=9.0), 
7.39 (2H, d, J=9.0), 7.55 (1H, t, J=7.7Hz), 7.68-7.73 (2H, m), 7.88 (1H, s) ; 
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IR (KBr, cm 1 ) : 1738, 1674, 1637, 1351, 1157. 

mmm 6 2 

N- [3- (3-7$iV7x-;i/) -2- (E) --?UK~M -N— [4- [1 
- (2. 3, 4, 5-rh-7t:FDbf'Jv>-6-<>)|/) fcf^U S?>- 4 zW^z] 
7x^] 7J U 7 7 ^-Ol/gm 2jfigifi (#J^£%#^ 5 8 6) 

»J6 lT*§£ttifcN- [3- (3-7=yy7x-;W -2- (E) -^fu^~ 
)V] -N - [4- [1- (2, 3, 4, 5-xh7t:KotfUv ? >-6--rJl/) tf^U 

v>-4--r;u^->] 7x-;u] x^^z^-r^iex^u 2&if&(o. 76g) 

S3N*tt (15ml) t«F#L, 6 0*CT6l5MiI#Ufc. 

«JET*«U M^IRH P L C (YMC-Pack ODS-A;- YMC, JgfflgF** : 
2 0*7-feh-HJ;U/#) TttJSILfc. #e>nfc«I^H#*lN (5ml) 

\z®Mbtz&, msTfrnmnrnt^tz. zn^\zmmvtz.^ $«c#t:ti: 

NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.65-1.78 (6H, m), 2.00-2.07 (2H, m), 
2.68-2.71 (2H, m), 3.30-3.55 (4H, m), 3.70-3.87 (2H, m), 4.21 (2H, s), 4.45 (2H, d, 
J-5.5), 4.67-4.73 (1H, m), 6.45 (1H, dt, J=16.0, 6.0), 6.55 (1H, d, J=16.0), 7.03 
(2H, d, J=9.0), 7.39 (2H, d, J=9.0), 7.54 (1H, t, J=8.0), 7.67-7.73 (2H, m), 7.87 
(1H, s) ; 

IR (KBr, cm 1 ) : 1734, 1674, 1637, 1348, 1156. 



mmm 6 3 

N- [3- (3-7Sy;7x-^) -2- (E) -7°a^XJl/) -N- [4- [1 
- (3, 4, 5, 6 —r h^b HP- 2H-7-t?g>- 7 ->fjl/) ^'Jy>-4--f 

jkj^>j 7xx;u] ^jkZz^LMM^£2k 2&jg;& <09jRfc&»#* 8 3 ) 

H«5 9 (a) T?#snfcN- [3- (3-75^/7x-JW -2- (E) -7° 
□ ^-JU] -N- [4- (hf^'J v>-4— -fJ^y) 7x-Jl/] 7JU7 7^ 
Kx^;i/ 2%tt% (0. 5 1g) £X^/--;U (5ml) fc»#U 211?, 7-* 
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h*->-3, 4, 5, 6-fh7k h*P-2H-7-tftf> (0. 3 4g) Wh'Jlf 
;i/75> (0. 6 0ml) £in^ fflT?188ir«Uc. S^^MJETML^: 
1SWHPLC (YMC-Pack ODS-A; YMC, i&tBM : 2 5%7-th~hU 

;u/7jo -ettisiLfc. nztircmmMmfc*^?;-* (5m d casapu 4n * 
Ltz'&. m&nmiztt-rzttz&Q* mmt&mo. ug (»2 4%) s-^fe^ 

J H NMR (4O0MHz, DMSO-d 6 ) <5 ppm : 1.23 (3H, t, J=7.0), 1.46-1.76 (8H, m), 
2.01-2.10 (2H, m), 2.86-2.89 (2H, m), 3.45-3.50 (2H, m), 3.57-3.70 (2H, m), 
3.85-3.97 (2H, m), 4.20 (2H, q, J=7.0), 4.34 (2H, s), 4.45 (2H, d, J=6.0), 4.70- 
4.76 (1H, m), 6.45 (1H, dt, J=16.0, 6.0), 6.55 (1H, d, J=16.0), 7.39 (2H, d, J=9.0), 
7.54 (2H, d, J=9.0), 7.54 (1H, t, J=8.0Hz), 7.69-7.73 (2H, m), 7.90 (1H, s) ; 

IR (KBr, cm" 1 ) : 1737, 1674, 1629, 1351, 1158. 



mm 6 4 

N— [3- (3 -7$ vV 7x~;i/) -2- (E) -y°n^~)l] — N— [4- [1 
- (3, 4, 5, 6-f h7bHa-2 H-7-fcfbf >- 1 - ^ )V) hf^'J i»- 4 ->f 

7x-j^] Tji^y^-fMfgg 2*&iag (^j^^#j#^ 5 8 7) 

«#J6 3T*#<=>ft7cN- [3- (3-7$yy7i-;W -2- (E) -^D^- 
M -N- [4- [1- (3, 4, 5, 6 -fh7t h'P- 2H-7-fe'tT>- 7 — OU) 
tf^Uv>-4— Olttis] 7x~JH X;l'7 7 : E'f^X5 1 ;i/ 2}»&(0. 
96 g) £3Ni£I? (25ml) fC?®S?U 6 0^T6 ra^Lfc. KJfcifc&gffl. 
S"C»aiLfca 4 MEETMU »MHPLC (YMC-Pack ODS-A; YMC, 
M: 2 0%7-th^h'j;U/7K) -CUMBLfc. f*&ftfc*BB&HI#£ 1 N tttt (5 
ml) ttlLfci, «J3ETiMMfcB3-frfc. £n&zKK:»#LfcgL SHSIgjHSfcf'tT 
d^CckO, «Cfl:^«0. 54 g (W59%) £&6atG£j&H#£LT|»fc. 

X H NMR (400MHz, DMSO-d 6 ) 5 ppm : 1.53-1.64 (4H, m), 1.68-1.77 (4H, m), 
2.02-2.10 (2H, m), 2.86-2.88 (2H, m), 3.45-3.50 (2H, m), 3.56-3.70 (2H, m), 
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3.78-3.97 (2H, m), 4.21 (2H, s), 4.45 (2H, d, J=6.0), 4.69-4.75 (1H, m), 6.45 (1H, 
dt, J=16.0, 6.0), 6.55 (1H, d, J=16.0), 7.04 (2H, d, J=9.0), 7.40 (2H, d, J=9.0), 
7.54 (1H, t, J=7.5), 7.69-7.72 (2H, m), 7.90 (1H, s) ; 
IR (KBr, cm ") : 1733, 1677, 1629, 1344, 1154. 

mmm 6 5 

N— [3- (3-7$->V7i^) -2- (E) --fu^'M -N- [4- [1 
- (4, Kd- 3H-bfd-JU-2 — QU) fcf^U if>- 4 zdJ^±2l = 




(a) N- [3- (3-7$yV7i^) -2- (E) -7°P^r;t/l - N - [3 
2%l£& 

#«J1 1 2T#btlfcN- [4- (1- t-7'h^'>^;i/^x;Phf^u> J >-4- 

-fJl^*~» -3 -^^U^injl/] — N— [3- (3-y77 7x-JW -2- (E) 
-^O^njl/] TJl^T^-OUSI^X^ (1. 9 0 g) £^DD**> (4 0m 1 ) 

%.ztiL?y-)i (4 0mi) (Dm^mmzmm^^ tk&t, mt7mzmvtz'&. m& 
i) mtjy^-^^mm (o. 3 4g£7Ki smitc^) #.^2 8% 

7>^n77jc (0. 6 4ml) £JQ*.£^ ^jSTl 3 H^ifcSLfc. Ml: 4 N M. 
lt7kmi?**V>mm*1}Utt&, ME~R§ifjiU £§?S£#lXHPLC (YMC-Pack 
ODS-A;YMC> ^ttS^JK : 2 0 %7±h-hV T'ffiUtfc. fc&nfcfcHfcflBH 

(20ml) C»#U 4N Jfi^b7jc*WKx^;UJg« (lml) SJp 
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Xtz'&. «JETMM£-fr*;:£fc«fcO. *Bfc£*l. 36g («7 3%) 

*H NMR (400MHz, DMSO-cy <5 ppm : 1.23 (3H, t, J=7.0), 1.87 (2H, m), 2.10 (2H, 
m), 2.17 (3H, s), 3.07 (2H, m), 3.17 (2H, m), 4.20 (2H, q, J=7.0), 4.33 (2H, s), 4.44 
(2H, d, J=6.0), 4.65 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.56 (lH.d, J=16.0), 7.05 
(1H, d, J=9.0), 7.24 (1H, dd, J=9.0, 2.5), 7.29 (1H, d, J=2.5), 7.54 (1H, t, J=8.0), 
7.71 (2H, m), 7.90 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1675. 

(b) N- [3- (3-75SV:7x:iJU) -2- (E) -^P^rjU] -N- [4 
- [1- (4, 5-^hKa-3H-fcfn-;P-2--r;U) tf^'J z?>- 4 — 1 

H^F!l6 5 (a) TitbtlfeN- [3- (3 -75 v/ 7xZJW -2- (E) -7 

o^-ju] -N- [3-^3MU-4- (tr^u v>-4— r;u^-^'» 7x-;n tju 

7 7t-f«lf^ (7 0 0mg) (15ml) ^fiT, 

-#->y^7 • 7°1/A°U— > 3 > • 7>K • ^'□v-^^-X-O^-^-v'a^k ffl 

24 #. ^1 471 (1 9 9 2$) [Org. Pre p. Proced. Int. f 24, 147 (1992)J{CfBfctf> 
7j&fC^2-tfP>J^/ >cfcD&/&£*lfc5-* h^v-3, 4-vt KO-2H- 
tfP-;U (4 0 5mg) Rtf h D 5 > (0. 5 7ml) PI^T-M 

E^£ttJBET«*SLfc«L SSS^JSHPLC (YMC-Pack ODS-A; YMC. 
$ffi$&: 2 2%7-feh^h'J;P/7jO Wi#5 6 5mg 

£©H#1 5 lmg^X^y-JI. (4ml) 4N iittS^^ 

(2mi) *i&K.tz%L. m&Tmmmz^fc. cn^zmmvrcm, mm 

tfcmztt-tZblZ&K). SfBft^«»15 7mg (»6 6%) LT 

'H NMR (400MHz, DMSO-d 5 ) <5ppm : 1.23 (3H, t, J=7.0), 1.72-1.85 (2H, m), 
1.98-2.14 (4H, m), 2.16 (3H, s), 2.96 (2H, t, J=8.0), 3.46-3.81 (6H, m), 4.20 (2H, 
q, J=7.0), 4.33 (2H, s), 4.44 (2H, d, J=6.0), 4.73 (1H, m), 6.44 (1H, dt, J=16.0, 
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6.0), 6.57 (1H, d, J=16.0), 7.07 (1H, d, J=9.0), 7.24 (1H, dd, J=9.0, 2.5), 7.29 (1H, 
d, J=2.5), 7.55 (1H, t, J=8.0), 7.69 (1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7.89 (1H, 

s); 

IR (KBr, cm' 1 ) : 1738, 1671, 1350, 1157. 

nmm 6 6 

N- [3- (3-7$y/7x^) -2- (E) -y'u^-)V] -N- [4- [1 
- (4, 5-vfcHP-3H-h°D-;i/-2— tf^U v>- 4 — Okt^vQ - 

3 - * x -iki T.^yT^Jumm 2^mm (m^itsm^ 557) 



^S#|6 5 (b) T'&ZtirzN- [3- (3-75y/7i-JW - 2- (E) -7 
D^-;H -N- [4- [1- (4, 5 -vh KO- 3H-tfD-;i/- 2 --r;i/) tf^ 
Uy>-4-^J^+y] -3-^^;U7x~;H 7^7 7^ )^mWt^)V (4 0 9 
mg) £4N i&i? (12ml) 7 0 t CT2B#f B M^bfc. fcfomZ&MS. 

T&mLtc'&, ttJBETftWU »«PLC (YMC-Pack ODS-A; YMC, &ffi 
1 7%7-teh^hU;k/7jO TfSlSlLfc. *#£n£*i^@#:£ 1 N i&M (1 
0ml) «JET»JWteH$*fc. 2m**fc**Lfc«» *JB«*C# 

•f D , tlfE{t-&#l 2 6 6 m g («6 0%) £MfiaB£JBHfl:£LTl*fc. 

'H NMR (400MHz, DMSO-d 6 ) <5ppm : 1.72-1.86 (2H, m), 1.97-2.14 (4H, m), 
2.16 (3H, s), 2.96 (2H, m), 3.47-3.80 (5H, m), 3.72-3.82 (1H, m), 4.19 (2H, s), 
4.44 (2H, d, J=6.0), 4.72 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.56 (1H, d, J=16.0), 
7.06 (1H, d, J=8.5), 7.25 (1H, dd, J=8.5, 2.5), 7.29 (1H, d, J=2.5), 7.55 (1H, t, 
J=8.0), 7.69 (1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7.89 (1H, s) ; 




2HCI 
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IR (KBr, cm 1 ) : 1733, 1672, 1347, 1155. 

mmm 6 7 

N- [3- (3-75> ? /7x- > il/) -2- (E) -Xu^'M -N - [3-^^ 
;l/-4- [1- (2, 3, 4, 5-T-h7bHabf'Jx>-6--r;t/) hf^U^>-4 

4) 

^#16 5 (a) X-mZtlfcN- [3- (3-7$y;7xZJl,) - 2- (E) -Zf 
n<~)l] — N— [3-^^;U-4- (k°^U> ? >-4— rjl/^v) 7x~;U] 3J|/ 
^j^OHt^X^Ml/ (7 3 0mg) £X^/-)I/ (15ml) t^l, g®T% ;t 

24 3gl4 7H (1 9 9 2^) [Qr g, Pre p. Pr oce d . I n t ., 24, 147 (1992)}£f5mcP 
^fe{C^V^tr^U^>-2-^>=fcD-&^$nfc6-Xh^v-2, 3, 4, 5-f h 
7tFnfUy> (4 8 2mg) M>UXW5> (0. 5 9ml) £Jn*, I^M 
T2Br B m#Ufco Rmm*mi£l : 'imhtz&, M^iHPLC (YMC-Pack 
ODS-A;YMC> : 2 8 %7il h- h U)U/7jc) T*|g!!L7c. #e>*lfcte^0 

&£X^/-;U (6ml) fcjg#l>, 4N ^k7Kmv^-y->M (0. 3 9ml) 

*i&7Ltz.qk, mfcymffiim-z^Tzo z\ti*mz®mhtz.&. &mnm\ztttz\t\z& 

V, Ml'b^SSlmg ()R$3 6%) $«lfi»@^itT#fc. 

'H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.64-1.70 (6H, m), 
1.96-2.08 (2H, m), 2.16 (3H, s), 2.70 (2H, t, J=6.0), 3.25-3.37 (2H, m), 3.46-3.83 
(4H, m), 4.20 (2H, q, J=7.0), 4.33 (2H, s), 4.44 (2H, d, J=6.0), 4.73 (1H, m), 6.44 
(1H, dt, J=16.0, 6.0), 6.57 (1H, d, J=16.0), 7.06 (1H, d, J=9.0), 7.24 (1H, dd, 
J=9.0, 2.5), 7.29 (1H, d, J=2.5), 7.55 (1H, t, J=8.0), 7.70 (1H, d, J=8.0), 7.72 (1H, 
d, J=8.0), 7.90 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1674, 1637, 1351, 1157. 



IFJ6 8 
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N- [3- (3-7SvV7x-Jl/) -2- (E) -7°D^-JI/] -N- [3-/^ 
)l-4- [1- (2, 3, 4, 5-xh7bKatfU> ? >-6--f;i/) bf^Uv^-4 
^OM^vj 7x-;U XJl/7 7H;^j 2i&&& (fll jftfc£*J#*f 5 5 8) 

mi«BJ6 7T#e>tlfcN- [3- (3-7$yy7xZ^) -2- (E) -7*P^X 
)V] -N- [3-^^)1-4- [1- (2, 3, 4, 5-xh^t KDtf'Jv>-6- 

-r;u) t o ^'ji/>-4--r;k**->] 7i-jh x;u7r ; E-i';n^mx^u 2&M& 

(2 6 5mg) tm (10ml) \Z®ML, 6 O'CT 5P3M8t#Lfc. 

i^EETiit, »»PLC (YMC-Pack ODS-A; YMC> 
jlffiil : 2 0 bx h U^/*) T'M^Lfc. ft5ftfc««£JBH#& 1 N i&M 

(8ml) j)*JET»HW£HSii:fc. ;:n£*K:»a?Lfc», 

#f d £ 1C <fc 0 , Hf2fl^% 2 3 6 g («9 3%) £asfi*i£JBH#£bT»&. 

'H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.64-1.82 (6H, m), 1.96-2.08 (2H, m), 
2.16 (3H, s), 2.70 (2H, m), 3.33 (2H, m), 3.46-3.83 (4H, m), 4.21 (2H, s), 4.44 (2H, 
d, J=6.0), 4.73 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.56 (1H, d, J=16.0), 7.05 (1H, 
d, J=8.5), 7.25 (1H, dd, J=8.5, 2.5), 7.29 (1H, d, J=2.5), 7.55 (1H, t, J=8.0), 7.69 
(1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7.89 (1H, s) ; 

IR (KBr, cm 1 ) : 1733, 1676, 1637, 1347, 1156. 

Ilf!6 9 

N- [3- (3-7Sy77x^) -2- (E) -7°a^x;H -N- [3-*^ 
)V-4- [1- (3, 4, 5, Fa- 2 H-7-tftf >- 7 — f )V) bf^U 

?>-4-<1M*>'] 7i^] ^7 7t<«^ 2»& (M7K<£& 
«^ 5 5 ) 

mmm65 (a) mbn^N- [3- (3-75^7x^1,) -2- <e) -7° 

p^-JH -N- [3-^^)1-4- (tX'Jy>-4-<M^y) 7xX;U] 7JU 
7 7^^!^ (6 4 0mg) £X^/-;t/ (12ml) fcjgflPU ifiT, 7 
-*l^>-3, 4, 5, 6-xh^t:h*o-2H-7ifbf> (3 48mg) RtfhV 
X3MU75> (0. 2 6ml) *1P^» RI»T2. 5 BF.9Ji#bfc. EJ&aEfcfcjET* 
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ttbfcg, »WPLC (YMC-Pack ODS-A; YMC, : 2 0%7ilh 

-hU;U/7K) "ClMgbfc. #&nfcai)t^H#*x^y-;i/ (5m 1) \Z®ML* 4 
N &ffc#*$?**-*J->JSifc (0. 4 2ml) JftETJM&ftHSiirfc. CI 

n**c*«;Lfc«. «ieej»fc#-rc:tfc«fco, sg3<t-&<»3 3 6mg (W4o%) 

'H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.52-1.64 (4H, m), 
1.68-1.82 (4H, m), 1.98-2.09 (2H, m), 2.17 (3H, s), 2.87 (2H, m), 3.48 (2H, m), 
3.65-3.75 (2H, m), 3.77-3.88 (2H, m), 4.19 (2H, q, J=7.0), 4.33 (2H, s), 4.44 (2H, 
d, J=6.0), 4.74 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.57 (1H, d, J=16.0), 7.06 (1H, 
d, J=8.5), 7.25 (1H, dd, J=8.5, 2.5), 7.28 (1H, d, J=2.5), 7.55 (1H, t, J=8.0), 7.69 • 
(1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7.89 (1H, s) ; 

IR (KBr, cm 1 ) : 1738, 1675, 1628, 1351, 1157. 

mmm 7 0 

N - [3- (3-75y/7x^) -2- (E) -y'o^'M -N- [3-^ 
;U-4- [1- (3, 4, 5, 6— rh7fcKP-2H-7-fcftf>-7— t)V) tf^'J 

5 5 9) 

mm 6 9 T# <o tltz N - [3- (3-7$y/7i-JW -2 - (E) 
;W -N- 13-^^)1-4- [1- (3, 4, 5, 6-fh7t FD-2H-7"fe?fcf 

» 

ttBtifi (3 3 5mg) 53N (1 0ml) KfctfU 6 Ott 5P#P^iS#bfeo 
SjeStSr^fflS^SU/t^ »ET»BU, iil^iHPLC (YMC-Pack ODS-A; 

YMC, *&£B*&&: 2 0 % 7ir h - h U ;U/tK) ft^nfcil^B^SlN 
ifttt (10ml) fcMWUfcfc, »JBETi*lRM£B£l*fc. cns*fc»»tfc«, 
t&m\Z.tt'?Z£\z£<0. M^2 5 8mg (»8 0%) JlfeMi^tlT 

! H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.53-1.65 (4H, m), 1.68-1.84 (4H, m), 
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1.98-2.10 (2H, m), 2.16 (3H, s), 2.88 (2H, m), 3.44-3.53 (2H, m), 3.62-3.93 (4H, 
m), 4.19 (2H, s), 4.40 (2H, d, J=6.0), 4.74 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.56 
(1H, d, J=16.0), 7.05 (1H, d, J=9.0), 7.26 (1H, dd, J=9.0, 2.5), 7.29 (1H, d, J-2.5), 
7.55 (1H, t, J=8.0), 7.69 (1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7.89 (1H, s) ; 
IR (KBr, cm' 1 ) : 1732, 1676, 1628, 1348, 1156. 

mmm 1 1 

N- [3- (3 -75 SV 7x-;i/) -2- (E) --fu^ZDV] — N— [3-ftjU 

[1- (4, 5-vbHD-3H-bra-;|/-2--r;i/) t^'JS?>- 
4— likj^v] 7xXJU] ^J^yt-f^jX^ 2m&t& (M^it^Mgr^ 
13 7) 

(a) N- [3- (3-7Sy/7xr^) - 2- (E) -?n^~Jl] -N- [3 

1 9Ti#e>n/cN- [4- (i - t -yb^v*;u#-;i/t°^u v>-4- 

- S-^JU/^-TJl/^x-Jl/] -N— [3- (3-y77 7i-JW -2 
- (E) -^D^-;H T.;U7 7^^»X^;U (2. 4 0g) £>^PD7^> (2 
Oml) m£x.$;-)V (2 0ml) ©I^ICilib, ftfrT, &fb7.Mt£2. 5 

x^y-^ (2 0ml) t'MU MT^^AtK^ (0. 5 0g£7K5mlK 
Rtf2 8%7> ; EX77j< (1. 1 Oml) £2in*.fc&, liStl 3Wllfc, 
£^l££MJET?t*SLfc^ BS£#BtHPLC (YMC-Pack ODS-A; YMC, }§ffi$ 
1 5%7-fehxh'j;P/7K) TlfgJbfc. t#e>ft£$i^0ft£x*/-;l/ (2 0 
ml) \Z®ML, 4N IfrftTKfclEfcX^WSiK (0. 9 0ml) £2)D;t7c^ MJ£T 
M^a^it^C^JCctO, SiBib^O. 60g (M25%) £&6&^@#:<i: 

'H NMR (500MHz, DMSO-d 5 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.85-2.00 (2H, m), 
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2.05-2.20 (2H, m), 3.00-3.10 (2H, m), 3.15-3.25 (2H, m), 4.20 (2H, q, J=7.0), 
4.38 (2H, s), 4.47 (2H, d, J=6.0), 4.80 (1H, m), 6.45 (1H, dt, J=16.0, 6.0), 6.57 
(1H, d, J=16.0), 7.24 (1H, m), 7.50 (1H, m), 7.54 (1H, m), 7.65-7.75 (3H, m), 7.90 
(1H, m) ; 
IR (KBr, cm 1 ) : 1736, 1671, 1658. 

(b) N— [3- (3-7$y7 7x-^) -2- (E) — N— [3 

-t})W^-f)V-4- [1- (4, 5-y'bFD-3H-biD-Jl/-2-f^) bf^U 

mMM7 1 (a) Tl#6nfeN- [3- (3-7$y77i-;W -2- (E) -7° 

ni-jv] -N- is-tDvn^ jv-4- (tf^u> ? >-4--r;^^-» 7x~;u] 

XJl'7 7 ; £'fJ»|lf^ (5 0 0mg) £x^/-;U (15ml) fc$#?U ^iST, 
^Z7 7 • 7V/\'1/-V3 > • 7>F • 7°nv-v>-X "f^-tyatik 

^2 4t, ^1 4 71 (1 9 9 2^) [ Org. Prep. Proced. Int. . 24, 147 (1992)]£!E«c 
£>7j££fi£^ 2 - tfo U vV >cfc D £/&£nfc 5 - * h 3 , 4-ykh'D-2H 
-t°D-;U (3 4 0mg) b U X^;i/7 ^ > (0. 7 7ml) £}&0*., l^i&T— Gft 
mtVtZo fcfotfo&ffi&TmmVtzW:. ^S^IHPLC (YMC-Pack ODS-A; YMC, 

(5ml) fc»#U 4N ^{b7jcmv^+f->M (0. 5 0ml) £JH*.fc&, » 
JET«ttrftHSit*C: < i:K:«fct), *IBfl:£*r 4 2 0 m g («6 7%) 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.80-1.95 (2H, m), 
2.00-2.15 (4H, m), 2.96 (2H, m), 3.45-3.55 (1H, m), 3.55-3.65 (1H, m), 3.61 (2H, 
m), 3.65-3.75 (1H, m), 3.75-3.85 (1H, m), 4.20 (2H, q, J=7.0), 4.37 (2H, s), 4.47 
(2H, d, J=6.0), 4.86 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.28 
(1H, d, J=9.0), 7.51 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.68 (1H, d, J=8.0), 
7.72 (1H, d, J=8.0), 7.77 (1H, d, J=2.5), 7.87 (1H, s) ; 

IR (KBr, cm 1 ) : 1737, 1670. 
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mmm 1 2 

N— [3- (3-7$y;7i^) - 2- (E) -~7ul-)V\ -N— [3-73;l/ 
n^)V-A- [1- (4, 5 -v?fc Kd- 3H-tfD— ;U-2 — Qk) tf^'Jy>- 
4— QM^vj 7x_Jk] Z^7 7^J^i 2ifiB?jfi WmlkSWim^ 6 4 1) 




§U60!I7 1 (b) T»SnfcN- [3- (3-7$vV7i-JW -2- (E) -7° 
O^-JH - N - [3-^JUA ,; E-r;i/-4- [1- (4, 5 Kn- 3H-tTo- 

;i/-2— ow tr^u^>-4--r;i/^i>] 7irji,]x^77^iHiif;i' 2 

Utt (3 8 Omg) $3N ttft (12ml) KligFflPU 6 0^T3l$Wfll#Lfc. 
S««t*M*T?^bfc^ ffiETfmmis. ^zt^^H P L C (YMC-Pack ODS-A; 
YMC, &£U$J£: 1 3%7ir bnhU>>U/7K) *e«»L&. »'e»nfc«I^H#* 1 N 
mm (1. 2ml) XCX* (5ml) fc«F*Ufc^ «JET**8ftH3ia:3e:£fcJ: tK 
«IWb^4U 2 4 0 m g <JR* 6 5%) bT'#£. 

'H NMR (500MHz, DMSO-d 5 ) 6 ppm : 1.80-1.95 (2H, m), 2.00-2.15 (4H, m), 
2.96 (2H, m), 3.45-3.55 (1H, m), 3.55-3.65 (1H, m), 3.61 (2H, m), 3.65-3.75 (1H, 
m), 3.75-3.85 (1H, m), 4.24 (2H, s), 4.47 (2H, d, J=6.0), 4.85 (1H, m), 6.44 (1H, dt, 
J=16.0, 6.0), 6.57 (1H, d, J=16.0), 7.28 (1H, d, J=9.0), 7.52 (1H, dd, J=9.0, 2.5), 
7.55 (1H, t, J=8.0), 7.67 (1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7.77 (1H, d, J=2.5), 
7.86 (1H, s) ; 

IR (KBr, cm 1 ) : 1731, 1670. 
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N— [3- (3-7$vV 7x-JU) -2- (E) -TTJ^XJU] -N- [3-%)V 
#-^138) 

mmM7 1 (a) TfcfcftfcN- [3- (3-7^y/7i";W -2- (E) -7 

-N- [3-*;wx : e-f;p-4- (tf^u s»- 4 ->r ;i/*-*>o 7xzjh 

X;U7 7^-T^Wx^;i/ (5 0 Omg) £x^/-JU (15ml) fcjgtfBU £MT, 
#Xy£ • ?V/^~>3 > • 7>K • 7*o->-i;t-X"f>^-ty3t;K 

fg2 4#> mi 4 7M (1 9 9 2¥) [ Org. Prep. Proced. Int. ,24, 147 (1992)] HIE® 

<Djjmzm*\Zm^>- 2-*>ckD-&Bjc£*lfc6-Xh^>-2, 3, 4, 5-x 
h7k HPtfU S?> (3 6 Omg) fttf HJX?\>P7*> (0. 7 7ml) £iJDA, |W] 
fiT-WUfe„ SiSOiifT**ilVifc«), 6-Ih + y-2, 3, 4, 5-fh7k 
Hoe'Jy> (6 3 Omg) W>UxWi> (0. 7 7ml) £}|fjA, fflTl 
BW«J*U/tSfc. 6-lh*->-2, 3, 4, 5 k HotfU v> (3 2 Omg) 
Rtf HJX^PTSV (0. 35ml) £JD;L, 2 £> {Cl^ST? 1 B Ta\$M.ftLfc, fc&m 
$«ETSILfct, ^S^HPLC (YMC-Pack ODS-A; YMC, 1 
5%7-khXh'J^/ / 7jc) TttfiLfc. »&nfc*lt£JBIB#£X*/-Jl/ (6ml) 

»»u 4N mtfcmttttymm (o. 25ml) £jo*fc&, msrwrntm 

$-ti-5^t{CJ;D. HfEtt'&tl 2 0 0 m g (JR2P3 1K) £&ft»B£JB@fls:<i:LT#&. 

*H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.24 (3H, t, J=7.0), 1.65-1.90 (6H, m), 
2.00-2.10 (2H, m), 2.70 (2H, m), 3.34 (2H, m), 3.40-3.60 (2H, m), 3.70-3.85 (2H, 
m), 4.21 (2H, q, J=7.0), 4.37 (2H, s), 4.48 (2H, d, J=6.0), 4.87 (1H, m), 6.44 (1H, 
dt, J=16.0, 6.0), 6.59 (1H, d, J=16.0), 7.28 (1H, d, J=9.0), 7.52 (1H, dd, J=9.0, 
3.0), 7.56 (1H, t, J=8.0), 7.68 (1H, d, J=8.0), 7.73 (1H, d, J=8.0), 7.78 (1H, d, 
J=3.0), 7.86 (1H, s) ; 

IR (KBr, cm" 1 ) : 1737, 1673. 
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N- [3- (3-7S^7xZJP) -2- (E) -7°D^XJH -N— [3-73^ 

/\ >: e-r;u-4- [i - (2, 3, 4, 5-fh7b kdHU yy- 6 --r;u) e^'jy 
4 2) 

HS£#|7 3T*#<=><nfcN- [3- (3-75 y/7i3) - 2- (E) -^D^~ 
;U] -N- [3 -^;UA^-r;i/-4- [l- (2, 3, 4, 5-fh7tKDtf'Jy> 

-6--r;u) kf^u v>-4-<;p^v] 7izjw 7 > ;U7 7 ; &-r;m^x^i/ 2 

(2 0 0mg) §3N (2 0ml) fcfc#U 6 0tt3lt«Uc. 

«JET«M8U »SS»»HPLC (YMC-Pack ODS-A; 
YMC, 1 3%7-feh-h'J;U/7K) TfttSlLfc. »6ttfcfcj£JBH#£ 1 N 

JftR (0. 9ml) fcfctfLfcft. ^T»@^5 £ <h fC <fc 9 > ffllB^k^ 1 3 
7 g (IR*7 1 %) £&6fc£JBH#<>:l,T»fc. 

/ 

'H NMR (500MHz, DMSO-d 6 ) (5 ppm : 1.65-1.90 (6H, m), 2.00-2.10 (2H, m), 
2.69 (2H, m), 3.34 (2H, m), 3.40-3.60 (2H, m), 3.70-3.85 (2H, m), 4.24 (2H, s), 
4.47 (2H, d, J=6.0), 4.86 (1H, m), 6.44 (1H, dt, J=16.0, 6.0), 6.57 (1H, d, J=16.0), 
7.27 (1H, d, J=9.0), 7.52 (1H, dd, J=9.0, 3.0), 7.55 (1H, t, J=8.0), 7.67 (1H, d, 
J=8.0), 7.72 (1H, d, J=8.0), 7.77 (1H, d, J=3.0), 7.86 (1H, s) ; 

IR (KBr, cm 1 ) : 1731, 1674. 



mmm 7 5 

N- [3- (3-7$ 21 7x~;U) -2- (E) -y°U<~)U] -N- [Z~ts)V 
A^jjk— lz [1- (3, 4, 5, 6-fh7b F □- 2 H-7if bf >- 7 

13 9) 

HJS01I7 1 (a) T1#£>*lfcN- [3- (3-7 = vV7x-JW -2- (E) -7* 
□ -N- [3 -tsiVn^ )V-A - (tf^'Jv f >-4— -OUxM^v) 7i-)W 

/U^j^'OHI^X^ (4 0 0mg) *X*y-;P (10ml) fc»fl¥U MTf, 
7-^h + ^-3, 4, 5, 6-rh7k HP- 2 H-7iitf > (2 8 Omg) Rtfb 
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UX^;U75> (0. 3 1ml) £in>L, ^iST-Wlfe, RfoommmWzit). 
7-*h*i'-3, 4, 5, 6-xh^tHP-2H-7iitf> (2 8 Omg) Stfh 
UiW$> (0. 31ml) £ira;L $ <=>£4 O^Tl 2mmm.WLTz'&, £MX 
-BfcifcSUfc. KS^ETillUci, ^S£#MPLC (YMC-Pack ODS-A; 
YMC, ®m®!&: 2 0%7-feh^hU;i//7K) TMLfc. %t>tltzMfeM®foZ^ 
(5ml) CJg#U 4N WtekMVttVrymn (0. 20ml) £2!Q;L£ 

m£Tmmmi*^z>z.£\z&x>. ^fB<b^i4 0mg (W2 6%) &*ifeiE 

'H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.24 (3H, t, J=7.0), 1.50-1.65 (4H, m), 
1.70-1.75 (2H, m), 1.80-1.90 (2H, m), 2.05-2.15 (2H, m), 2.85-2.90 (2H, m), 
3.45-3.50 (2H, m), 3.55-3.65 (1H, m), 3.65-3.75 (1H, m), 3.75-3.85 (1H, m), 
3.85-3.95 (1H, m), 4.20 (2H, q, J=7.0), 4.37 (2H, s), 4.47 (2H, d, J=6.0), 4.86 (1H, 
m), 6.44 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.28 (1H, d, J=9.0), 7.51 (1H, 
dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.67 (1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7:78 
(1H, d, J=2.5), 7.86 (1H, s) ; 

IR (KBr, cm 1 ) : 1737, 1672. 



mmm 1 6 

N- [3- (3-7$^7xZj|/) -2- (E) -N- [3-*)l 

n^)V-4- [1- (3, 4, 5, 6— r h7hKa-2H-7jftT>-7-^ (M 

bf^'J *j>-4-' Pittis] 7xn;i/] TiJkZx^UkMM 2mm. (M^it^ 

###6 4 3) 

«#|7 5Tl#bnfcN- [3- (3-75y7 7i^) -2- (E) -?nK~ 
)V\ -N- [Z-^)Vn^ )V- 4- [1- (3, 4, 5, 6 -fh7t: Ko- 2H- 

5^1/ 2i»I(13 0mg) «3NiR (10ml) C»»U 6 0"CT*2 BfP^Jf 
#b/i 0 £/Sa££^M£-eft«L7c^ I0IIU MSWPLC (YMC-Pack 
ODS-A; YMC. &ttij&$ : 1 2 %7"k K U JU/*) TttHLfc. fc&tlfc&JtJBB 
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min m& (o. 2 5mi) s.^* (5mi) iz®MLtc'&. m&Tmmnm^it 

ZCtiZ&t). «B3ft^5 0mg OR* 4 0*) ZUGMfeMmfctLTntz. 

*H NMR (500MHz, DMSO-d 6 ) 5 ppm : 1.55-1.65 (4H, m), 1.70-1.75 (2H, m), 
1.80-1.90 (2H, m), 2.05-2.15 (2H, m), 2.85-2.90 (2H, m), 3.45-3.50 (2H, m), 
3.55-3.65 (1H, m), 3.65-3.75 (1H, m), 3.80-3.90 (1H, m), 3.90-4.00 (1H, m), 4.24 
(2H, s), 4.47 (2H, d, J=6.0), 4.86 (1H, m), 6.45 (1H, dt, J=16.0, 6.0), 6.57 (1H, d, 
J=16.0), 7.27 (1H, d, J=9.0), 7.51 (1H, dd, J=9.0, 2.5), 7.54 (1H, t, J=8.0), 7.68 
(1H, d, J=8.0), 7.72 (1H, d, J=8.0), 7.77 (1H, d, J=2.5), 7.88 (1H, s) ; 

IR (KBr, cm 1 ) : 1732, 1674. 

mmm 7 1 

N- [3- (3-755V7x-JP) -2- (E) -yqs\-)l] -N- [4- [l 
- (4, 5-^fcHP-3H-tfD-JI/-2->r;U) ^Uy>-4--(M^y] - 

10 9) 




(a) N— [3- -2- (E) -zfu*-)V\ — N— [4 

###J1 2 2Tf#<E>nfcN- [4- (1 - t -7>*v;fcJl/fc;Ufc!^U v>-4- 
^ )V-**i<>) -3-h'J7MP/5 1 Jl/7x^] -N- [3 - (3-y7/7i"JW 
-2- (E) -7°P^-;U] yUl^T^-OH^X^U (2. 0 6 g) &*>#UU*9 
> (5 0ml) Rlfcr*/-;i, (25ml) ©ffi£»»fciM¥U tK&T» «Mfc**S 
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(4 5ml) fc»#U ifi^7> ; t-^A*»«t (0. 3 4 g£*l 5m HC^ 
fi?) $.tf2 8%7>t~7* (0. 6 3ml) £iDAfc&, ^i&T 1 2P$ra»BUfc. 
S^®{C4N ffi<fc7K*^*^>»* (2. 5ml) £jD*fc«, «JBET*«U 8 
g^UHPLC (YMC-PackODS-A;YMC, mitt fe® : 2 5 %7-fe H~ h U^/tK) 
"TSIfiLfc. *#&nfcfc£^Hfc£**/-JU (2 0ml) fc»#U 4N Eft** 
^+1J->»tt (0. 5ml) fciJUAfctk iffTlW^t^^lCiO, «E<fc 

2ig (jk^6o%) i&ifi«^@ftt ixf fc. 

'H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.22 (3H, t, J=7.0), 1.87 (2H, m), 2.08 (2H, 
m), 3.11 (2H, m), 3.33 (2H, m), 4.18 (2H, q, J=7.0), 4.44 (2H, s), 4.50 (2H, d, 
J=6.5), 4.89 (1H, m), 6.44 (1H, dt, J=16.0, 6.5), 6.57 (1H, d, J=16.0), 7.39 (1H, d, 
J=9.0), 7.55 (1H, t, J=8.0), 7.66-7.73 (4H, m), 7.85 (1H, s) ; 

IR (KBr, cm' 1 ) : 1738, 1676. 

(b) N- [3- (3-7v>V7x^) -2- (E) -7°P^XJl/j — N - [4 
- [1- (4, 5 -vb: Fn - 3H-bfP-Jl/- 2 — fJP) ^'Jy>-4-fW 

is] -3-h'j7;i/^-P^5 L ^7x-;H 7Jk27^LMM^±Jk 2 

MffiWn (a) "Tfll&tlfcN- [3- (3 -75 7x-Jl/) -2- (E) -7 
P^-;U] -N- [4- (^iJy>-4--fM+y) - 3 - h »J 7JM-P/^;U7 

x-;n TJi^Tt-nm^x^u 2*&®?& (8 o omg) w/-;K2 0mi) 

K:»«¥U ^ifiT, ^--^/->y7 • ^l//1l/-y3> • 7>K • 7°Pv-v-f -X • -f 
>^-tyatJk £2 4#, Hi 4 7H (1 9 9 2^) [Org. Pre p. Proced. Int r 24. 
147 ( 1992)] 1C§E« 2-tfP'Jvy>ckt)^$n/i5-^h^v-3, 
4-vb HP- 2H-tfP-;|/ (3 7 0mg) h >JX^;l/75 > (0. 8 7ml) 

P- 2H- tfP-JU (1 2 Omg) h 'J X3MKF 5 > (0. 2 6ml) *JQ*, $ 

e>fcMT4i^M*^b&. settle 4 n mk*mvst*v>®m*i&?\.tc&. mje 

TIIU SSS^WHPLC (YMC-Pack ODS-A; YMC> 2 6%7±h 
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OK* 7 0 %) £&fi«tJ£JBIH*:£ Itifc. 

'H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.22 (3H, t, J=7.0), 1.82 (2H, m), 2.00- 
2.15 (4H, m), 2.97 (2H, t, J=8.0), 3.53-3.64 (4H, m), 3.72 (2H, m), 4.19 (2H, q, 
J=7.0), 4.45 (2H, s), 4.50 (2H, d, J=6.0), 4.96 (1H, m), 6.46 (1H, dt, J=16.0, 6.0), 
6.58 (1H, d, J=16.0), 7.44 (1H, d, J=10.0), 7.55 (1H, t, J=8.0), 7.67-7.75 (4H, m), 
7.90 (1H, s) ; 

IR (KBr, cm 1 ) : 1739, 1672, 1353, 1144. 

MffiM 7 8 

N- [3- (3-7$y/7x-iP) -2- (E) -y'a^~)V] -N- [4- [1 
- (4, 5 -vb Hp- 3 H- 2— f )V) fcf^U v?>- 4 — OM-*y] - 

6 1 3) 



^mM7 7 (b) X-mtltzN- [3- (3-7$y/7i-JW -2- (E) -7' 

□ -N- [4- [l- (4, 5— ?fc KP-3H-tfo-;V- 2-<;W tf^ 

3^ 2^^ (4 7 lmg) £3N ^ (20ml) £i§$U 60tT5. 5 05 
(YMC-Pack ODS-A; YMC, ^fflM : 20%7-feh-HJ T»f!l $ 
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U m&nmzttTZtlZ&O. £SfE<:fc£«!j4 0 4mg («8 9%) 

*H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.82 (2H, m), 2.00-2. 15 (4H, m), 2.96 (2H, 
t, J=8.0), 3.49-3.64 (4H, m), 3.70 (2H, m), 4.19 (2H, s), 4.50 (2H, d, J=6.0), 4.95 
(1H, m), 6.46 (1H, dt, J=16.0, 6.0), 6.57 (1H, d, J=16.0), 7.43 (1H, d, J=9.5), 7.54 
(1H, t, J=8.0), 7.66-7.77 (4H, m), 7.89 (1H, s) ; 

IR (KBr, cm' 1 ) : 1739, 1672, 1353, 1144. 



mmm 1 9 

N- [3- (3-7Syy7x-;i/) -2- (E) -7a^-;U3 -N- [4- [1 
- (2, 3, 4, 5-fh7b K 6 -<i)V) fcf^U > ? >- 4 JMljjvO 

•£tj#*f 110) 

«^J7 7 (a) TtfbtlfcN- [3- (3-7$y77xZJW -2- (E) -7 
□ -N- [4- (tf^'J v>-4--r;U^-» -3-hV7)V*n*?)U7 

3L-JV] 7s)Vy7^)Vfm^)V ZWfcM (9 0 Omg) £x^/-;|/ (20ml) 
\zmML, mUX\ • yi/Al/-->3 > • 7 > K • 7°Dy-y>-X • -i 

>^-t">3t;K f|2 4#, ^1 4 71 (1 9 9 2$0 [Org. Prep. Proced. Int. T 24. 
147 (1992)]tfem^77&{^^t:^ , J> ? >- 2-:*>«fcD'&fifc;£ftfc6-* N*v- 
2, 3, 4, 5-xh7kKotf»Jv> (4 8 Omg) M>'JxW$> (0. 9 
8ml) SiraA, I^MT-M#L/r. ££®iifTJ&*jiHfc«K 6-Ih+y-2, 3, 
4, 5 -fh5k KnfcfU> ? > (4 8 Omg) ^h'JxW5> (0. 98ml) 
£JOA, ilT?lB»Lm, $b(:4 OtTl BfWlfc, EJ6«K:4N & 
^tK^^++>->M (2. 5ml) ZDuz.rc'&. MJETitHSU MMHPLC 
(YMC-Pack ODS-A; YMC* mihmm : 2 5 %7-fe h- h U^/zK) TfifiLfc. # 
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'H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.22 (3H, t, J=7.0), 1.64-1.85 (6H, m), 
1.99-2.10 (2H, m), 2.70 (2H, m), 3.27-3.39 (2H, m), 3.53-3.73 (4H, m), 4.19 (2H, 
q, J=7.0), 4.45 (2H, s), 4.50 (2H, d, J=6.0), 4.95 (1H, m), 6.45 (1H, dt, J=16.0, 
6.0), 6.58 (1H, d, J=16.0), 7.43 (1H, d, J=10.0), 7.55 (1H, t, J=8.0), 7.65-7.75 (4H, 
m), 7.88 (1H, s) ; 

IR (KBr, cm' 1 ) : 1739, 1675, 1355, 1 141. 

mmm s o 

N— [3- (3-7$v/7x-Jl/) -2- (E) -;/p^-Jl/) — N — [4- [1 
- (2, 3, 4, 5-xh7bHPbfU> ? >-6— i )V) bf^'J S?>- 4 frttzs] 

^6 14) 

»^7 9T^#btlfeN- [3- (3-7$y;7x"JW -2 - (E) -/D^ 
— N— [4- [1- (2, 3, 4, 5-f h7h KPtfU v>-6-<;i/) ti^'J 
v>-4 - 3 - N U 7;l/^D^^;U7x-jl/] X^7 7t-fMHf 
;i/ 2tfi£ (2 9 1mg) &3N (2 0ml) fc»«?U 6 0X^5. 51^1 
jf#Lfc. £Jfo«^£TMb£^ iET»> M^tHPLC (YMC- 
Pack ODS-A; YMCv igfcBM : 2 2 %7-fc h- h U TttMLfc. t#£ftfc& 

»#tItC<fcD, «IBfc£«J 2 4 0 m g OK* 8 6 90 ^fttfi&^Sfti LT 

'H NMR (500MHz, DMSO-cy 6 ppm : 1.63-1.85 (6H, m), 2.03 (2H, m), 2.70 (2H, 
m), 3.20-3.48 (2H, m), 3.52-3.76 (4H, m), 4.12 (2H, s), 4.50 (2H, d, J=6.0), 4.94 
(1H, m), 6.46 (1H, dt, J=16.0, 6.0), 6.56 (1H, d, J=16.0), 7.42 (1H, d, J=9.0), 7.54 
(1H, t, J=8.0), 7.69 (1H, d, J=8.0), 7.71 (1H, d, J=8.0), 7.73-7.78 (2H, m), 7.89 
(1H, s) ; 

IR (KBr, cm 1 ) : 1732, 1675, 1352, 1143. 
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mmms 1 

N- [3- (3-7S v77xXjl/) -2- (E) -7p^xjH -N- [4- [1 

- (3, 4, 5, 6-fh7b Ka-2H-7-tffcf>-7--Ot/) bf^'J v>- 4 

frtti/] -3- hU7;i^a*5MU7xx;n xjkZTj^likMj^ik 2&^& 
(#J^t:£ti#^ 111) 

HM^J7 7 (a) Tt#e,tlfcN- [3- ( 3 -7S >V 7xX;U) -2- (E) -7* 
0^~;U] -N- [4- (tr^'Jv>-4-<;U^v) - 3-MJ7;M-D*3MI/7 
x=;W TJ^T^-OHI^X^Ml/ 2»^ (9 0 Omg) £x^y-;U (20ml) 
Ki&^U 7-^^y-3, 4, 5, 6 h ?b Kn- 2 H-7iftf> (5 

4 Omg) &tfhUx^75> (0. 9 8ml) £SQ*.> mMT~~ M#L-£. KJfc 
WiifT^a^fcJe), 7-*b*v-3, 4. 5, HD- 2H-7iftf> (5 

4 Omg) &tfMJX3MI/75> (0. 9 8ml) ZtUZ.. ^^,^^T5B#^^b 

MJBEHRftiiU Bsilt£#M PLC (YMC-Pack ODS-A; YMC, : 3 0 % 7 

TM$t@^-&fc. zn*7k\zmffiv, mmnmizH-rctiz^o, ^12^^340 
mg («3 3%) &m&mfemmfot Lxmc 0 

! H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.22 (3H, t, J=7.0), 1.52-1.67 (4H, m), 
1.67-1.85 (4H, m), 2.06 (2H, m), 2.87 (2H, m), 3.48 (2H, m), 3.67-3.83 (4H, m), 
4.19 (2H, q, J=7.0), 4.46 (2H, s), 4.50 (2H, d, J=6.0), 4.97 (1H, m), 6.46 (1H, dt, 
J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.44 (1H, d, J=9.5), 7.55 (1H, t, J=8.0), 7.67- 

» * 

7.75 (4H, m), 7.90 (1H, s) ; 

IR (KBr, cm" 1 ) : 1739, 1675, 1354, 1142. 

mmm 8 2 

N- [3- (3-7Sy7 7x^) - 2- (E) -7°P^XJU] -N- [4 - [1 

- (3, 4, 5, 6-fh7b Ko-2H-7-tfk°>- 7— QV) bf^Uy>-4--f 
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m^it^^n 615) 

nffiW8 lTibtlfcN- [3- (3-75y;7i-;W -2- (E) -^D^n 
)V\ - N — [4- [1- (3, 4, 5, 6-xh^kFo-2H-7-tftf>-7-<;l/) 

m.JL?-)V (3 0 7mg) £3N (2 0ml) fcfcfcU 6 O'CTS. 

» 

(YMC-Pack ODS-A; YMC, &&&& : 2 3 %7"fe h- h U;1//tK) TttSSLfc. t# 
L, ^^t#-T^tt«kt), 8IBBft'&tt 2 1 8 m g 0K*7 4K) &fcfi*S£JBH 

>H NMR (500MHz, DMSO-d 6 ) (5 ppm : 1.46-1.67 (4H, m), 1.67-1.87 (4H, m), 
2.07 (2H, m), 2.87 (2H, m), 3.42-3.52 (2H, m), 3.64-3.85 (4H, m), 4.27 (2H, s), 
4.50 (2H, d, J=6.0), 4.96 (1H, m), 6.46 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 
7.43 (1H, d, J=10.0), 7.55 (1H, t, J=8.0), 7.66-7.76 (4H, m), 7.89 (1H, s) ; 

IR (KBr, cm 1 ) : 1733, 1676, 1351, 1 144. 

mmm 8 3 

N— [3- (3-7Sy7 7x^) -2- (E) -y°u^~)V] -N- [Z-i7U 
□ -4- [1- (5, 6-ybFQ-2H- [1, 4] f7y>- 3 1 )V) tf^'Jy 

#^2 8) 

nMM4 7 (a) T#e>nfcN- [3- (3-75vV7x-;i/) -2- (E) -7° 

o^-jh — n— [3-^do-4- (e**y$»-4— om^so 7x-;w tjp 

7 7 )VmkX.9-)V 2i&Wtm. (0. 2 5g) £x^/-;i/ (10ml) £8»U 
SfflT, -f>5M7>- 5>ir-:J-;P ah'J-, S5 1 0#> H3 2 3H (1 

9 7 2^) [ Indian J. Chem. . 1Q, 323 (1972)]tl3«©7jSt^^ 3 -f-ttfr* >J > 

J:i9^nt5-Ih+y-3, 6-vkKo-2H- [1, 4] f7y> (0. 2 
4g)RtfhUXW5>(0. 2 3ml)£jbO;L, OTT4f#P B m#L£^ 4 5t 
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Tl lmmtkMLtc. S^IC4N^{b7K^v J ^^>« (2ml) *1&z.tz.&, M 
£T2t*SU PLC (YMC-Pack ODS-A; YMC, : 2 0 %7± 

h-hu;u/7K) tml^o nzntcMfemmitz^y-fr (4 mi) k»»u 

4NIWvm>« (1ml) Ztoz.fc'&. Ml£Tmm$L®2lkZ>Zt\z&r)^ 
mUt&WO. 0 7g (1K^2 4%) ^ifil^»tlT#fc. 

i 

l H NMR (400MHz, DMSO-d 6 ) dppm : 1.23 (3H, t, J=7.0), 1.73-1.82 (2H, m), 
2.02-2.10 (2H, m), 2.91-2.96 (2H, m), 3.59-3.91 (8H, m), 4.19 (2H, q, J=7.0), 
4.42 (2H, s), 4.47 (2H, d, J=6.0), 4.81-4.88 (1H, m), 6.44 (1H, dt, J=15.5, 6.0), 
6.58 (1H, d, J=15.5), 7.33 (1H, d, J=9.0), 7.41 (1H, dd, J=9.0, 2.5), 7.51- 7.60 (2H, 
m), 7.64-7.75 (2H, m), 7.87 (1H, s) ; 

IR (KBr, cm 1 ) : 1737, 1674, 1633, 1350, 1155. 



mmm 8 4 

N- [3- (3-7$y/7x^V) -2- (E) -y'u^~)V} -N- 
□ -4- [1- (2, 3, 5, 6-xh^7;i/^ah°'Jx>-4--r;P) hf^Ux>- 

1 0 4 5) 

HM#J4 7 (a) T#e>ftfcN- [3- (3-75y7 7x-^) -2- (E) -Zf 
U^~)V] -N- [3-^OD-4- (tf^U^>-4— <;i/^+x) 7x-;H X)V 
yy^-i )mW^)V 2imM (9 3 0mg) Zxfy-Jl (2 0ml) izmffiL, 
%UT\ 2, 3, 5, 6-xh^7;^otTUv> (0. 16ml) TkX$ V 'J X3^U7 
5> (0. 6 4ml) £SD*> 5«it^tfc 0 £&fi£K4N i&fczlqStv:** 

1*->7&$£})D*££L MJETMU ?M£#$HPLC (YMC-Pack ODS-A; YMC, 

mmmm 5 5 h~ k LUk/*) -eiiSbfc, ^e>ftfc*s£i*®#£ 1 n %k 

41§2{t£#l 8 9 3 m g (1R$8 1%) ^»filS»iLT#fc. 

*H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.73-1.84 (2H, m), 
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2.01-2.12 (2H, m), 3.38-3.48 (2H, m), 3.59-3.69 (2H, m), 4.19 (2H, q, J=7.0), 
4.42 (2H, s), 4.47 (2H, d, J=6.0), 4.80 (1H, m), 6.43 (1H, dt, J=16.0, 6.0), 6.59 
(1H, d, J=16.0), 7.31 (1H, d, J=9.0), 7.40 (1H, dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 
7.59 (1H, d, J=2.5), 7.66 (1H, d, J=8.0), 7.74 (1H, d, J=8.0), 7.86 (1H, s) ; 
IR (KBr, cm 1 ) ; 1739, 1677, 1351, 1147. 

^ffiM 8 5 

N— [3- (3-7$y;7i-^) -2- (E) -y°U^~)l] -N — [3-#P 
Q-4- [1- (2, 3, 5, 6— r h7?;M-Pg'J y>-4--OI/) b°^'J^>- 

4-^;u^5>] 7x^] ^jjjZx^iikBi (m^it^mn 1 o 6 

3) 

«0)J8 4Tt#^n^N- [3- (3-7$y/7xZJW -2- (E) -7*P^Z 
;U] — N— [3-^DP-4- [1- (2, 3, 5, 6 -f-h^7;U^DtfiJ v>-4 

— r;i/) tr^u v>-4-^;u^->] 7i-jh xji^7 7 ; e-i'«i^ 2m^ 

& (3 5 6mg) £3N (20ml) M4N l&ttTKfStv^-tr:^^ (20m 
1) <DM£®m\Z®BL, 6 0^CT8. smrmftLfc 

MEETMiSSU g|al£#&HPLC (YMC-Pack ODS-A; YMC, &aj»& ': 4 0%7 

0, I83M3 2 2mg (»9 4%) **66*S3tJgBftt LTftfc. 

J H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.72-1.84 (2H, m), 2.00-2.12 (2H, m), 
3.38-3.48 (2H, m), 3.59-3.69 (2H, m), 4.21 (2H, s), 4.47 (2H, d, J=6.0), 4.79 (1H, 
m), 6.44 (1H, dt, J=16.0, 6.0), 6.58 (1H, d, J=16.0), 7.31 (1H, d, J=9.0), 7.42 (1H, 
dd, J=9.0, 2.5), 7.55 (1H, t, J=8.0), 7.60 (1H, d, J=2.5), 7.66 (1H, d, J=8.0), 7.73 
(1H, d, J=8.0), 7.86 (1H, s) ; 

IR (KBr, cm 1 ) : 1678, 1346, 1147. 



mm 6 
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N— [3- (3-7$y/7x-^) -2- (E) -y°n^~)i] -n- 

□_ 4 _ [ i _ (N-x^ji/^i/A-r $ K-r;i/) e^u> ? >-4--r;i/^^3 

TJi/^T^-fMf&x^ 2jfiKjft (0^{t£#j#-5f 10 8 1) 

IMJ4 7 (a) Tt#6tl£N- [3- ( 3 -75 i> J 7i~JW -2- (E) -7" 
P^~;|/] -N- [3-^DD-4- (fcMU V>-4-' f 7xx;i/] 7JU 

7 7 : E-r;U@f^X5 1 Jl/ 2&M& (0. 3 8g) £X#/-JU (2 0ml) £j&#U 
^MT% 7>W>x- 4r5-1\ ^75#, ^7 9 01 (1 9 6 3^) [ Angew. Chem. r 
Z5_, 790 (1963))t|2^<Z)^('^^N-X^;^;i/A7 5 K£l9£-/&£ft/i*3MU N 
-X^;i/*;i/A-f 5r-h (0. 0 9g) S^h'JX^|/75> (0. 3 0ml) £j&n 

xtz&. mm? 4 smmmfc^tz, £j&$ic4N mt^m^^>mm (2m n 

SrJPAfe^, ffiTlib> StOTHPLC (YMC-Pack ODS-A; YMC> i&ffljg 

t 

2 0%7izhxh'j;U/7K) tifilt. #£nfc*s^@#£x^y_jU (5m 
1) fc»*U 4N ^fc7K*^^^>iS* (1ml) SUDAfeft. »EET«IBfta 

^utiao, sih^#»o. i4g («$3 5%) zm&mmi&ffifctLT&rzo 

! H NMR (400MHz, DMSO-d 6 ) 6 PP™ : 1.16-1.27 (6H, m), 1.72-1.88 (2H, m), 
1.99-2.10 (2H, m), 3.40-3.48 (2H, m), 3.51-3.73 (4H, m), 4.19 (2H, q, J=7.5), 
4.42 (2H, s), 4.47 (2H, d, J=5.5), 4.79-4.85 (1H, m), 6.45 (1H, dt, J=16.0, 5.5), 
6.58 (1H, d, J=16.0), 7.32 (1H, d, J=9.0), 7.41 (1H, dd, J=9.0, 2.5), 7.52- 7.59 (2H, 
m), 7.65-7.75 (2H, m), 7.87 (1H, s), 8.11 (1H, d, J=13.5) ; 

IR (KBr, cm" 1 ) : 1738, 1697, 1675, 1350, 1156. 

N— [3- (3-75^/7x~Jl/) -2- (E) -7°O^XJ[/] — N— [3~7Q 

□ -4- [1- (N-x7Ml/fr;UA<5 MjU) v>- 4 --ni^v] 7xx 

jk] x;i/7 7Hjm 2aaftj[ 1099) 
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CI -2HCI 



mMM8 6T#e.nfcN- [3- (3-7 = yy7x"JW -2 - (E) -7p^X 

M -n— [3-#cm-4- [l- (n-x^u^a-t $ K-r;u) hr^>jv>-4 
-<;m-+->] 7i^jW x;u-7 7"&<;Hf^x^;i/ 2&&1& (o. 3 8g) &3N 

m d4mi) k»#u 6 ovT-mmmftLtc. fcjfcm%'£m.£rifcwisrz'&. 

m&TmmL. 5|gMHPLC (YMC-Pack ODS-A; YMC, : 18X7 

-fehx MI;P/tK) -etttSLfc. ft6ttfc&£JBH#£lN;!fi» (2m 1) IzmffiLtz 

ffr&#JO. 2 5 g (H$6 7%) ^Ifiltf LTllfc, 

*H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.19 (3H, t, J=7.0), 1.72-1.88 (2H, m), 
1.98-2.09 (2H, m), 3.51-3.79 (6H, m), 4.28 (2H, s), 4.47 (2H, d, J=6.0), 4.80-4.87 
(1H, m), 6.44(1H, dt, J=16.0, 6.0), 6.57 (1H, d, J=16.0), 7.32 (1H, d, J=9.0), 7.41 
(1H, dd, J=9.0, 2.0), 7.52-7.60 (2H, m), 7.68-7.75 (2H, m), 7.89 (1H, s), 8. 13 (1H, 
d, J=13.5) ; 

IR (KBr, cm" 1 ) : 1731, 1698, 1677, 1347, 1155. 



8 8 

N- [3- (3-7^x77x^1/) -2- (E) -7°P^x;Kl — N — [3-£P 
P-4- [1- (4, 5-ybHDW/^-2-fJ[/) ^'Jy>-4--f;Pt 

^r->] gxxjtj xji^y^-OPBEfex^ 2%R% 1009) 

7 (a) T#e>tl7cN- [3- (3-75y7 7xZJW -2- (E) -7 

p^x;u] -n— [3-^pp-4- (tf^u v>-4-<;i/^-+5/) 7xx;n tjI" 

7 7H«IfJl' 2&£% (0. 7 5g) £X7/-;l' (2 5ml) l;S|U 

li"f, 3-Ptf7> • *-#Xy* • ^$7s h 'J-, ^10i, 
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fg2 6 4 5H (1 9 9 950 [Eur. J. Org . Che.m., 10, 3fi4S (}QQQ)]lZWM(n^mz^ 

(0. 2 8g) Rtf h- 5 > (.0. 6 8ml) £iO;L, I^^T22OT^L 

fc. S^t4Nm7K^^+1t>M (5ml) ^jfjp^fc^, ^JBETMU ^ 

»HPLC (YMC-Pack ODS-A; YMC, : 2 3 %7il h-~ HJ JU/tIO 

TUfSSfLfco ^6nfciJg^H#*x^y-Jl/ (10ml) C»«PL. 4N^b7j<S> J 
**D->mtiL (2ml) £Jn*.£ig, MJETM^@$^Ci(CckO, fiHBfc'&fcO. 

5 6 g (JR* 6 7%) &m&mfem®fct LTntCo 

'H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.22 (3H, t, J=7.0), 1.75-1.86 (2H, m), 
1.98-2.10 (2H, m), 3.51-3.78 (4H, m), 3.85 (2H, t, J=8.5), 4.19 (2H, q, J=7.0), 
4.42 (2H, s), 4.47 (2H, d, J=6.0), 4.76-4.85 (3H, m), 6.44 (1H, dt, J=16.0, 6.0), 
6.58 (1H, d, J=16.0), 7.32 (1H, d, J=9.0), 7.40 (1H, dd, J=9.0, 2.5), 7.52-7.60 (2H, 
m), 7.69 (1H, d, J=7.5), 7.73 (1H, d, J=7.5), 7.87 (1H, s) ; 

MS (FAB, M + -2HC1) : 604. 



%nm 8 9 

N- [3- (3-7Syy7xZJ^) - 2- (E) -y'u^~)V^ — N— [3-^7P 
P-4- [1- (4, 5-^bKPtW-^-2H^) fcMU>?>-4-^ j)V-t 

xj^z^j^i 2mmm. (m^it^m^ 1027) 




nMM8 8T*#£>tl£N- [3- (3-75v;7i-JW -2- (E) -7°D^- 
-N— [3-^DD-4- [1- (4, 5-yk FuttW-)\,- 2-<f )V) tT 
^Ui;>-4-'fM ; ry] 7xZJl/] XJV???^^!!!^ 2£»ift (0. 2 
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9g) *3Nmm. (12ml) \z®mu 6otn?i o!%mm$Ltc. Rfomz^u 

tT^Lfe^, MjETitltU ^SE^^HPLC (YMC-Pack ODS-A; YMC, ® 
thmm: l 7%7-fehXhU;U/7k) T?*SSLfc. »&ttfc&£JBB#£lN ttft (2 
ml) cn*«JET«»ftBIS**CtK:«fcO> 8ti3fc£«!K>. 2 3g 

(W8 2X) £*&fi*H£MMS#£LT#fc. 

l H NMR (500MHz, DMSO-d 6 ) (5 pprn : 1.76-1.87 (2H, m), 1.98-2.10 (2H, m), 
3.51-3.78 (4H, m), 3.85 (2H, t, J=8.5), 4.28 (2H, s), 4.47 (2H, d, J=5.5), 4.77-4.84 
(3H, m), 6.44 (1H, dt, J=16.0, 5.5), 6.58 (1H, d, J=16.0), 7.31 (1H, d, J=9.0), 7.41 
(1H, dd, J=9.0, 2.5), 7.52-7.61 (2H, m), 7.68 (1H, d, J=7.5), 7.73 (1H, d, J=7.5), 
7.88 (1H, s) ; 

IR (KBr, cm 1 ) : 1733, 1685, 1349, 1155. 



mmm 9 0 

N- [3- (3-7$->7 7x-jj/) -2- (E) -yq^-JU] -N— [3-^P 

1 (M^t^wm^ 1117) 

#%#U 12 6 T?% ZntcN- [3-^DD-4- (hP/1>-3 — U^^is) 7i 
-)V] -N- [3- (3-V7/7I-JW -2- (E) -^P^-;P] XJP77^ 
;i/Rtx^ (1 . 3 0 g) ^DD^> (2 5ml) &tfx^/-;l/ (35ml) 

Lfc. »*&X^y-;W (2 5ml) te*#U &<b7> 

^EX^ATK^jR (0. 4 0 g^7K5m 1 l^i RZ$2 8%7> ; 6X77K (0. 9 0m 
1) £Jn*fc«, a»T?-«Ui»Ufc. RJt6«*«ET«ttLfcft, M£#SXHPL 

C (YMC-Pack ODS-A; YMC> : 2 2 %7"fe hx h U^/tK) TffifiLfc. 

ibntMl^^I^/-^ (15ml) fc»#U 4N ift{fc**^5t+-y->» 
m (1. 4 0ml) *iPAfc». iETIMi$t§itt:J;i9, «Effr&*l. 0 
7g (W7 0%) £&fi&S^@#£UT#£o 
'H NMR (500MHz, DMSO-d 6 ) <5 pprn : 1.23 (3H, t, J=7.0), 2.05-2.30 (8H, m), 
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2.66 (3H, s), 3.94 (2H, m), 4.19 (2H, q, J=7.0), 4.40 (2H, s), 4.47 (2H, d, J=6.0), 
4.84 (1H, m), 6.43 (1H, dt, J=6.0, 16.0), 6.57 (1H, d, J=16.0), 7.35-7.45 (2H, m), 
7.50-7.60 (2H, m), 7.69 (1H, m), 7.73 (1H, m), 7.88 (1H, m) ; 
IR (KBr, cm 1 ) : 1737, 1675. 

^mm 9 1 

N- [3- (3 -7$>V 7x_;U) -2- (E) -7*P^~;H — N — 

□ -4- (hD/t>-3-^;i/t^» 7x^] ZJkZX^dMM 2%yjg| (#J 

7*ik&ya&^ 1135) 

mmm9 ox-nzntcN- [3- (3-75-^y 7x-ji/) -2- (e) -70^- 

;[/) — N— [3-^nn-4- (ha/\°>- 3 — f;fc**$/) 7x~;H ^77^ 

MBKXSMU 2lii (7 0 0mg) ^3N M (2 0ral) ML 6 0t:T 
4P$Mj*#Lfc. IM^^I^«Lfci, «JET*«tU SI^MH PLC 
(YMC-Pack ODS-A; YMC. MM : 1 5 %7ir h~ h 'JJI//7JO TfttSUfc. & 
^tlfci^S^^ 1 N ttK (3. 3ml) Rtfcfc (10ml) t»*Lfc«, «JE 
T**W£0£'fr*i:i:K:«fcD, *f2fc'&<t& 5 8 0 m g («$8 6%) £*Sfi$££^llft 

l H NMR (500MHz, DMSO-d 6 ) (5 ppm : 2.05-2.30 (8H, m), 2.66 (3H, s), 3.93 (2H, 
m), 4.27 (2H, s), 4.47 (2H, d, J=6.0), 4.83 (1H, m), 6.44 (1H, dt, J=6.0, 16.0), 6.57 
(1H, d, J=16.0), 7.35-7.45 (2H, m), 7.50-7.60 (2H, m), 7.68 (1H, m), 7.73 (1H, m), 
7.87 (lH,m); 

IR (KBr, cm 1 ) : 1732, 1675. 

mmm 9 2 

N- [3- (3-7$y7 7i^) -2- (E) -~7u^r.)l] -N- [3~7p 

□ _ 4 _ [x- ( 3> 4| 5> 6 7> 8 - A^D-b h'D - 2H-7'7r.>- 9 - <^) 

^#*t 117 1) 
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mffiW4 7 (a) T#<E>n£N- [3- (3-7$y/7x-JW -2- (E) -Zf 

u^-)v] — n— [3-^pp-4- (tr^u> ? >-4— r;^^v) 7x-jh tji. 

7 7 : e-f;l'SiIfil' 2&g?:& (0. 7 8g) ^X^y-;i/ (2 0ml) ICiiL, 
MT, ^--^j-u/^ • 7 P W\°1/-S>3> • 7>K • ^oiz-v-v-X- -f >^-^->> 
^2 4#, ^1 4 71(1 9 9 2*P) [ Org. Prep. Proced. Int. , 24, 147(1992)] 
lZtm<Dj]mz^7Vi->- 2 titc9 h^v-3, 4, 5, 6, 
7, 8 -'vHJ-fc KP- 2H-77-> (0. 8 0g) S^hiJlWS/ (0. 7 
lml) £flq;lfc&, 8WfMfl»Lfc. S^OJiff^ii^fc*, 9-*b*-> 

-3, 4, 5, 6, 7, 8-'V*U-fcKD-2H-7Vf-> (0. 2 9g)RtfMJX 
3\>P7S> (0. 5 3ml) £JDA, ££IC7 2«Fffi«#Lfc. K««K4N t£tt 

(5ml) SriDAfc^ IffTSIU S«E£#EHPLC (YMC- 
Pack ODS-A; YMC, ftFttigFlft : 3 0 %7"fe hX h U;P/*) TttSILfc. 
feMmfc&Xfy-fr (5ml) iCiil, 4N :Httfczfc*$>:**1*>»« (2ml) 

0> N— [3- (3-75y/7xn;W -2- (E) -^P^x;!/) — N— [3-^ 
PP-4- [1- (3, 4, 5, 6, 7, 8-^tFO-2H-7^>-9-f 
)V) ^Uv>-4-^fJI/t*y] 7x-)H ^^77^^^1311^ 2«&R 

&^x\ z<Dm&®*3N mm ciomi) c»#u 5 ox:-?6>mrm&Ltcm. 

MJEETflMtU SS^HPLC (YMC-Pack ODS-A; YMC, &BJ&$ : 2 3%7 

•fe h x h u rmnvtco n^nfciMMiN (2m d «il 

M&TWWm2l£&Z.£\z.&r)* ffiZfc&toO. 09g (»5 8%) 

'H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.38-1.81 (12H, m), 2.00-2.09 (2H, m), 
2.78-2.85 (2H, m), 3.48-3.57 (2H, m), 3.59-3.72 (2H, m), 3.73-3.86 (2H, m), 4.27 
(2H, s), 4.46 (2H, d, J=5.5), 4.80-4.88 (1H, m), 6.44 (1H, dt, J=16.0, 5.5), 6.57 
(1H, d, J=16.0), 7.31 (1H, d, J=9.0), 7.40 (1H, dd, J-9.0, 2.5), 7.51-7.60 (2H, m), 
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7.64-7.75 (2H, m), 7.87 (1H, s) ; 
IR (KBr, cm 1 ) : 1733, 1675, 1627, 1352, 1156. 



mmm 9 3 

N- [3- (3 7xr;l/) -2- (E) -y°n^.~)l] — N— [4- [1 

- (4, 5-ybFDW;-Jl/-2--fJl/) bT^'J v>- 4 ->f v] 7i" 

TJl/^y^r-f^Bf^X^U 2&%?& (0fljKffr&4&#*§- 10 11) 

H^J5 9 (a) Ti§=£*lfcN- [3- (3-75y7 7iz;W - 2- (E) -rf 
p^-;l/] -N- [4- (h°^U^>-4-i'>ll/^-^-» 7x-;U] 7^7 7^^ 
^X^;U 2^^ (5 3 3mg) £x^/-Jl/ (10ml) Cig#PU ^ST\ 3- 
Ph°7> • yt-tJl' • ■ *—fi~v>7 • ^r5Xh'J- %\ 0#, ^2 64 51 

(1 9 9 9^) [ Eur. J. Org. Chem. r 10. 2645 (1999)]fctajfe<P3rfefc%H 2 
l/U H>«fc0-&J5KSnfc 2-lh+y-4, (2 3 5mg) 

^h»Jx5 1 J|/75> (0. 4 3ml) £Jo*, Eirc-lftaE#Lfc. SM^IET 
*MlSUfc&» g|l££#MPLC (YMC-Pack ODS-A; YMC> &ffi£t£ : 2 2%7-fe 
KnhU;U/7K) TttSHUfc. fc&nfc*«J£$H#£x*y--;P (5m 1) fc#«?U 
4N ffilb**^^+-!J->»«t (0. 3 6ml) £jp*fc&, ffiJEET««?£B£ia:3 £ 
£fc<fc0, »^2 7 8mg (»4 7%) *fc&&5£JBH#t LTfcfc. 

'H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.66-1.80 (2H, m), 
1.94-2.10 (2H, m), 3.62-3.82 (4H, m), 3.85 (2H, t, J=8.5), 4.20 (2H, q, J=7.0), 
4.34 (2H, s), 4.44 (2H, d, J=6.0), 4.68 (1H, m), 4.79 (2H, t, J=8.5), 6.44 (1H, dt, 
J=16.0, 6.0), 6.56 (1H, d, J=16.0), 7.04 (2H, d, J=9.0), 7.39 (2H, d, J=9.0), 7.54 
(1H, t, J=8.0), 7.70 (2H, m), 7.88 (1H, s) ; 

MS (FAB, M+-2HC1) : 570. 

mmm 9 4 

N - [3- (3-7$ vV7xXjl/) -2- (E) -y°n^~)V] -N- [4- [1 

- (4. 5-^bKDW/-^-2-<jl/) ^'Jy>-4-^M^y] 7xX 
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)l^7Jk2JL±!MM 2%Bm (m*{t$®&% 1 0 2 9) 

3T#bnfcN- [3- (3-7$y;7x-A) -2- (E) 
)V\ -N- [4- [1- (4, 5-vt HD^ifl/-;U-2-<;i/) tWJ^>-4 

7i-M X^7 7t<;i'fttlWI' 2$£&}fi (2 7 2mg) £3N 
tttt (10ml) 6 0t:T?5l$IHHl#L&. S^«&M*1?^SlL/t«, 

»JEETJ«8U ^&£#^HPLC (YMC-Pack ODS-A; YMC. *§ti}j« : 15%7 
■fe h - h 'J ;P/tK) Tfflfibfc. »&nfc*B£JBH#£lN (4ml) »C»»L 
£ft£*JET**SttH£l**;i££J:0» SM&ft&tt 2 0 9 m g 0K$8 0%) 

'H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.65-1.81 (2H, m), 1.97-2.10 (2H, m), 
3.43-3.62 (4H, m), 3.85 (2H, t, J=8.5), 4.21 (2H, s), 4.44 (2H, d, J=6.0), 4.68 (1H, 
m), 4.79 (2H, t, J=8.5), 6.44 (1H, dt, J=16.0, 6.0), 6.55 (1H, d, J=16.0), 7.03 (2H, 
d, J=9.0), 7.39 (2H, d, J=9.0), 7.54 (1H, t, J=8.0), 7.70 (2H, m), 7.88 (1H, s) ; 

IR (KBr, cm' 1 ) : 1687, 1346, 1156. 

nmm 9 7 

N- [3- (3-7$y/7i^) - 2 - 7;t^P - 2 - (Z) --?u*-)V\ - 
. N— [4- [1- (4, 5-^hHa-3H-brP-;P-2--r;U) b^'Jy>-4- 

6 2) 

(a) N- [3- (3-7^y;7xZJl>) -2-7;M-D-2- (Z) -7°P^ 

-N- [4- (bf^U^>-4— OM-*^) 7x-;i/) xji^y^E^nuflfex 

###U 3 1 -C#S>n&N- [4- (1- t -7*h+x7j;i/^^;Hf^U> ? >-4- 
<i)\,tt*y) 7x-JH -N- [3- (3-y7;7x-JW - 2 -7JU#D- 2 - (Z) 

-7°p^-;u] tji^t^e-oI/Mx^u (1. 4 1 g) &wuu*$y (2 5m 1) 

msz-ty-fr (2 5mi) <DmG®mz.®mL * tr#t. mt*mzmcrz&. m± 
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mi) mtyy^-vkim®. (o. 2 5g**i om 1 \z®m) 02 s% 

7>*x7tJ< (0. 4 7ml) ^T8^TOSLfc, S^tc4N % 

ft**^**1J->»« (1ml) £iD;t&&, *ET*BU «a£*^»H PLC 
(YMC-Pack ODS-A; YMC, £Hti$ift : 2 0 % 7"fe h - h U ;U/tK) -pSST -5 £ £ 
{CctD, fcEffr&fcl. OOg (»7 5%) *&fttej£?&IS#£LTf§&. 

X H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.24 (3H, t, J=7.0), 1.81 (2H, m), 2.08 (2H, 
m), 3.06 (2H, m), 3.22 (2H, m), 4.20 (2H, q, J=7.0), 4.36 (2H, s), 4.56 (2H, d, 
J=16.5), 4.65 (1H, m), 5.94 (1H, d, J=39.0), 7.05 (2H, d, J=9.5), 7.40 (2H, d, 
J=9.5), 7.56 (1H, d, J=8.0), 7.74 (2H, m), 7.81 (1H, s). 

(b) N— [3- (3-7Sy;7i^) - 2-7)\>^U-2 - (Z) -7°P^ 
~M — N— [4- [1- (4, 5-^bFP-3H-bTP-;U-2--f Jl/) e^'jy 

ITO3I9 7 (a) T#f>nfeN- [3- (3-75^/7x-;W - 2-:?jl^P- 
2- (Z) -^P^-JH -N- [4- (k°^Uv>-4— f;M*^» 7x-JH X 
^7 7^JPWX^ (1. 2 7g) £X^/-;i/ (5 0ml) II»|U iitt 
-#Xy£ • / 3 > • 7>K • 7*P'>-> ? ^-X-<>^-±>'3^, S 

24 ^1 4 71 (1992 ¥) [Or g. Prep. Proced. InL, 24, 147 (1992)]fcfrfiEg> 
#iSfctEV>2-fc!DU>V >±0^Stlfc5-> h*->-3, 4-ykh*D-2H- 
t°P-;P (0. 7 3g) Rtf HJ X^7 i > (2. 10ml) SiPA. »4^1 
*#LfcSt 5-*h*->-3, 4-^h h*P-2H-lfP-;U (0. 7 3g) Rtfh 
UX5^75> (2. 10ml) £JJP*.> EJ6*£«ET*»U 
8fi£#]RH PLC (YMC-Pack ODS-A; YMC, fettifeWi : 2 0 % 7± b X h I) ;W/ 
7k) TfflMttU $&nfcfcj£JBB#*x*/-JU (5ml) fc»#U 4N ttft** 

(0. 8 0ml) £iP*.fc^ «JET«ttKHS*S^i:^«fcD, KE 
{fc&tlO. 60g (iK$3 7%) $ifii^ii^tl/T^c. 

'H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.24 (3H, t, J=7.0), 1.68-1.82 (2H, m), 
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2.02-2.13 (4H, m), 2.97 (2H, t, J=8.0), 3.47-3.53 (1H, m), 3.58-3.73 (4H, m), 
3.85-3.92 (1H, m), 4.21 (2H, q, J=7.0), 4.37 (2H, s), 4.60 (2H, d, J=16.0), 4.71 
(1H, m), 5.95 (1H, d, J=39.0), 7.07 (2H, d, J=9.0), 7.41 (2H, d, J=9.0), 7.59 (1H, t, 
J=8.0), 7.70 (1H, d, J=8.0), 7.76 (1H, d, J=8.0), 7.82 (1H, s); 
IR (KBr, cm 1 ) : 1672, 1354, 1161. 

%MM 9 8 

N- [3- (3 -75v77x-;U) - 2 - 7)\,*n - 2 - (Z) -y°aK~)l] - 
N— [4- [1- (4, 5-> ? bHa-3H-h!P-;U-2-<;i/) kXiJv>-4- 

-Y;t^*->3 7x_;i/i x^yj^jmm 2mmiM. (m^it^m^ 1 4 8 4 ) 

HM#J9 7 (b) Tl#e>nfeN- [3- (3 -75 vV7x-;i/) -2-7)\,*U- 
2- (Z) -y'u^-)U] -N— [4- [1- (4, 5-i^t HP-3H-eD-Jl^- 
2--f;P) tf^Uv^-4— fJI/^v] 7i-JH X^77t^Mll^ 2^ 
KiL (0. 4 7g) $3N M (2 0ml) 7 0'Clr2. 5(Wf#b£ 0 

S«^METIIl/> 2£St£#IfcHPLC (YMC-Pack ODS-A; YMC, : 
1 5%7-feb-HJ;U/7k) "CiiLit, t#e>tlfe^»H^^lN (2. 5m 

i) mEymmmtsit^ct\z^r>. mt&it^mo. 3 9g (jk*8 6%) 

! H NMR (500MHz, DMSO-d 6 ) <5 ppm : 1.68-1.81 (2H, m), 2.02-2.14 (4H, m), 
2.96 (2H, t, J=8.0), 3.44-3.74 (6H, m), 4.23 (2H, s), 4.59 (2H, d, J=16.0), 4.71 (1H, 
m), 5.95 (1H, d, J=39.0), 7.06 (2H, d, J=9.0), 7.42 (2H, d, J=9.0), 7.59 (1H, t, 
J=8.0), 7.68 (1H, d, J=8.0), 7.76 (1H, d, J=8.0), 7.81 (1H, s); 

IR (KBr, cm' 1 ) : 1672, 1352, 1158. 

nt&w 9 9 

N- [3- (3 -75SV7x~;U) - 2 - yjl^n - 2 - (Z) -y°U^~)V] - 
N— [3-^;UA^-f;i/-4- [1- (4, Kd-3H-bTD-;U-2— 
tf^ U^>-4-rOM^vJ 7 x " ;t/3 XJ^T^-fJ^I^ (0) 
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*fc£#J#-St 1 4 7 2) 

(a) N— [3- (3-7$v/7x-;i/) -2-7)1*0-2- (Z) -7p^ 
-M -N — [3-^;i/A^-f;U-4- (hf^U v>-4--r;i/^-=^-» 7i-J^] X 

##0U 3 2T?#e>nfeN- [4- (1 - t -y^v^l/fc^tf^U v^-4- 
-OM-^v) - 3-^;i/;N ,: E-r;U7x-JU] -N- [3- (3-y7/7i-JW -2 
-7;M"D- 2 - (Z) XJl/^T^Mt&X^JU (4. 3 0g) *V 

ouu**?y (35ml) m$z.$;-)i (3 5mi) <ou^mmzmm\^. tK^T. 

(30mi) mcr (0. 8 0g£?K5 

m 1 \zmm 8%7>^~T?K (1. 8 0ml) *tiU?Lrc&. 

tZo K&m&METmmis* 3Bit£#ttHPLC (YMC-Pack ODS-A; YMC, 

IK: 1 5*7-fehnMJ;P/#) T**fi1"5;i£:K:±06JSBte"&%2. 2 0g OK* 5 

8%) *«6fe*IS»H#tLT»fc. 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.24 (3H, t, J=7.0), 1.88-1.96 (2H, m), 
2.09-2.17 (2H, m), 3.02-3.09 (2H, m), 3.17-3.24 (2H, m), 4.21 (2H, q, J=7.0), 
4.40 (2H, s), 4.62 (2H, d, J=16.0), 4.81 (1H, m), 5.98 (1H, d, J=38.0), 7.26 (1H, d, 
J=9.0), 7.51 (1H, dd, J=9.0, 3.0), 7.57-7.71 (2H, m), 7.73-7.78 (2H, m), 7.81 (1H, 
s). 

(b) N— [3- (3-7$y/7x-Jl/) -2-7JM-P-2- (Z) -7°P^ 
-N— [3-;ftJkrrerOI/-4- [1- (4, 5 -vh HP- 3H-hfD-;i/- 

nM&)9 9 (a) TtfbnfcN- [3- (3-75vV7xXJU) -2-7)V*D- 
2- (Z) -7°P^-jl/] — N— [3 -ts)Vn^)V-A- (tf^'Jv>-4-'f;^ 
*v) 7i-M TJl/^j^-OUBtto^ (1. 2 0g) SX^y-JU (4 0ml) 



WO 02/081448 PCT/JP02/03355 

209 

^-^">3^-;k 812 4#, fgl 4 71(1 9 9 2^) [ Org. Prep. Proced. Int r 24. 147 
(1992)]£f2fitf>77&£t£^ 2-eo'J$V>£D£j&£n£5-*h*>'-3,4-v 
t HD-2H-hfD-Jl/ (0. 6 4 g) &tfhUX3MU7 = > (1. 8 0m 1 ) £iD;L, 

(YMC-Pack ODS-A; YMC, ^itifgig : 1 5 %7-fe h- h UJU/tK) T*f§iU 

ntzmizmmfcz ; - )\> (5m n £»#u 4n a. 

6 0ml) £Jn*.fc^ »BET«aMSHS-a-*Jl^»C«fcO, ««Wb-&«0. 4 0 g OK 
$26%) £mS&j£JBH#£LT»fc. 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.24 (3H, t, J=7.0), 1.81-1.92 (2H, m), 
2.02-2.14 (4H, m), 2.96 (2H, t, J=8.0), 3.48-3.88 (6H, m), 4.21 (2H, q, J=7.0), 
4.40 (2H, s), 4.62 (2H, d, J=16.0), 4.87 (1H, m), 5.98 (1H, d, J=39.0), 7.30 (1H, d, 
J=9.0), 7.49-7.63 (2H, m), 7.68 (1H, d, J=8.0), 7.74-7.82 (3H, m); 

IR (KBr, cm 1 ) : 1669, 1354, 1156. 



10 0 

N- [3- (3-7Sy;7xZJ|/) - 2 -7JMTJ- 2 - (Z) -7°U^~)l] - 
N- [3-^)1^^)1-4- [1- (4, 5-vhHa-3H-tfD-;U-2— QV) 
tf^'J v>-4 — QM-^vl ZxTJlj 7^7 7^^ 2«& (0!l^t£- 
#l#*tl 4 9 4) 

^1SS#J9 9 (b) T#£n£N- [3- (3-7$y/7iZJW -2-7;U^P- 
2- (Z) -7°P^n;U] -N- [3 -t))\sA^ )V-4 - [1- (4, 5-ytFO 
- 3H-h:P->lU- 2 --f;i/) k'^'J *;>- 4 — OM^S/I 7x~;i/] 7^7 7^ 
;H^^X^;U (0. 2 7g) £3N tfgfe (2 0ml) fc$fl?U 7 0tT2. 
J»#Lfc. S^^MJEET^SSL. M^HPLC (YMC-Pack ODS-A; YMC, 
WI: 1 0%7-fehxl-U;k/7K) TMISILfc. f#£n£$^IS#:£ 1 N 

(i. 2mi)tmffiL> nmT.mm&m'2 j &z>znz£K>. m&tsmo. 20g0K 
$77%) zm&UMmmfctVTmrz. 
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PCT/JP02/033S5 



'H NMR (500MHz, DMSO-dg) 6 ppm : 1.82-1.93 (2H, m), 2.02-2.15 (4H, m), 
2.96 (2H, t, J=8.0), 3.48-3.73 (5H, m), 3.78-3.88 (1H, m), 4.27 (2H, s), 4.62 (2H, 
d, J=l6.0), 4.87 (1H, m), 5.98 (1H, d, J=39.0), 7.30 (1H, d, J=9.0), 7.49-7.71 (3H, 
m), 7.73-7.83 (3H, m); 

IR (KBr, cm' 1 ) : 1670, 1352, 1156. 

mmm 1 o 1 

N- [3- (3-7$y/7x^) -2- (E) -7°P^-^] -N- 

n^)v-4- [l- (4, 5-> ? bFa-3H-ea-;i/-2--r;i/) e^uv>- 

8 4) 

(a) N— [3- (3 -75>V7xXJU) -2- (E) -7°D^-JU] -N- [3 

4 - (b°^u> ? >-4 — okfr^v) 7x-;i/) ;*^>x;i/fr>7$ 

##^13 4T1#WcN- [4- (1 - t h^v^;U^-;Ut°^U v>-4- 
-f;U:**S/) - 3 -^;UA^-r;i/7x-JH -N- [3- (3-y7/7x-W -2 
- (E) -7°P^-;i/] ^^>XM>75F (1. 0 1 g) ^DD^^> (7. 
5ml) Rtfx5V-;U (7. 5ml) <DM&®mz®ML. ftftT, i&ft7K3jt£>IC 
&&£UT^ST4P#TO#L£. TO^iJETliLfet, Sla6£X^/- 
;U (15ml) £iS#U mkTy^-O&fcmWi (0. 24g^3ral(«) K. 
XS2 8%7> : ex77K (0. 43ml) £jta;L£&, ^T-lftMttLfc. 
ffTIil, SHIKX*/-^ (10ml) TkX$4 N ^7jcm^^l7->M (2m 

1) ^7Jz3l. MMjETMU iS^HPLC (YMC-Pack ODS-A; YMC, 

^tBM: 1 0%7-fehxhU;i//7jc) T*»§2!1>£. '&t>ntzMfeM®&Z^? J -)V 
(10ml) \Z®ML, 4N mt*mi?**-V->®ffi. (2ml) ^QAfc^ «JET 

9 5g 0K35 9 8 9O £fc3$fifc£JB@#<i:U'a§fc. 
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'H NMR (500MHz, DMSO-d 6 ) dppm : 1.87-1.97 (2H, m), 2.08-2.18 (2H, m), 
3.06 (3H, s), 3.14-3.25 (2H, m), 3.65-3.74 (2H, m), 4.45 (2H, d, J=6.0), 4.80 (1H, 
m), 6.46 (1H, dt, J=16.0, 6.0), 6.59 (1H, d, J=16.0), 7.23 (1H, d, J=9.0), 7.48-7.59 
(2H, m), 7.68-7.75 (3H, m), 7.90 (1H, s); 

(b) N- [3- (3-7Sy77x-^) -2- (E) -?n^-)l>] -N- [3 
-tDVn^ [1- (4, 5-> ? t:KP-3H-bfP->)|/-2— 1 )V) bf^'J 

nmmiOl (a) Ti#e>ftfcN- [3- (3-7$y/7i-JW -2- (E) - 
7°P^-;H -N- [Z-f})Vn^ )V-4- (^Uy>-4--fM+y) 7x~ 
;H ^^>XM>75H 2i^i?tl (0. 9 5 g) £X^/-;U (15ml) 

tvatJk ^2 il47l (1 9 9 2*?) [ Org. Prep. Proced. Int. , 24, 147 

( 1992)] \Z |Btt(D7j ft V> 2 - fcT P U > =b 0 <* tlfc 5 - ;* h * v - 3 , 4 - v 
tHP-2H-h:P-;U (0. 5 2g) &tfh'JXW$> (1. 2 0ml) £JD;L> 
mUT*~®.mWLtz'&. 5-^h^v-3, 4-^tHP-2H-t°o-;i/ (0. 17 
g) ^h'JX^;U75> (0. 2 4ml) £JO;i, S £> £ 6 ($F B OT$Uio £J&&£ 
MJETMU Mtl^-^ (10ml) &tf4N ^fcTkliv (4 
m 1 ) Ztiattfe, nMf£TmmLfz a 1I?;MH PLC (YMC-Pack ODS-A; YMC, 

mi) ^jn*./^ MffiTW^s^itfco z.n*7Mz®misrcm, m^mz^tz. 

tlZ£r> % Umt-^mo. 6 7g (W6 3%) £&l£M»@#£LTf#£. 

'H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.79-1.92 (2H, m), 2.02-2.14 (4H, m), 
2.99 (2H, t, J=8.0), 3.37 (3H, s), 3.41-3.58 (4H, m), 3.82-3.90 (2H, m), 4.46 (2H, 
d, J=6.0), 4.86 (1H, m), 6.47 (1H, dt, J=16.0, 6.0), 6.59 (1H, d, J=16.0), 7.26 (1H, 
d, J=9.0), 7.49-7.58 (2H, m), 7.67-7.77 (3H, m), 7.91 (1H, s) ; 

IR (KBr, cm 1 ) : 1669, 1334, 1151. 
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mmm 1 o 2 

N- [3- (3-7$y/7x^) -2- (E) -7°D^XJl/] -N- [3-iJ)l 
^=e-iJl-4- [1- (4, 5-> ? bKa-3H-lfa-;P-2— b?^'J^>- 

4— r;i/^^v] 7i-Jl/] X^>7JPfr>7S jf 2&&^ (#J^£#J#^f 1 4 
0 6) 

(a) N— [3 - (3-7SSV7x-;i/) -2- (E) -7w\~)V\ — N- [3 

-^;uA^&-r;i/-4- (g^jU v>-4--OM-*'» 7xx;u] x^>tjMn>7S 

K 2 

###J1 3 5T#5>n£N- [4- (1 - t -7'h^>'^;i/^-;Uhf^U v>-4- 
-iM^s) - 3-^;UA ,; &-r;U7x-;i/] -N- [3- (3-y777iz;W -2 
- (E) -7'O^XJI/] !^>^*>75H (1. 0 8g) $y^DD^> (8m 

l) Rtfx^/-;u (8mi) (DMSmmizmMl, , ^tt^^iiC/c^ ^ 

&£LT^&T4P#P B m#L7c, Rj£$£MJETMl</c^ 8I«£X^/-;U (16 
ml) CjgflfU ^t7> ; EX^A7KM (0. 2 .6 g 3 m UZfeM) RZS2 8X 
7> ; EX7tK (0. 4 6ml) £iB*.fc&, IST-ttiW;. SM^ffTll 
U MfcX^y-;U (10ml) JkZf-A N ^fbTK^v^li-^^ (2ml) 

TOMffiTlgllSU ^M^^HPLC (YMC-Pack ODS-A; YMC> Mit 
1 0 % 7-fc N x b ij TM^LAco #£nfc&£^@#£x*/-;i/ (1 0 

ml) £}§£?U 4N ^b7K^v^-t)->M (2ml) ItnXtzJk. 

a$-B-^c:i{c=i:o, ^ts^tio. 6 8g (M6 4%) ztm&Mfei&mfc t lt 

'H NMR (400MHz, DMSO-d 6 ) 6 ppm : 1.26 (3H, t, J=7.5), 1.86-1.94 (2H, m), 
2.07-2.14 (2H, m), 3.01-3.09 (2H, m), 3.13-3.23 (4H, m), 4.45 (2H, d, J=6.0), 
4.77 (1H, m), 6.43 (1H, dt, J=16.0, 6.0), 6.55 (1H, d, J=16.0), 7.20 (1H, d, J=9.0), 
7.46-7.75 (5H, m), 7.87 (1H, s). 

(b) N- [3- (3-7$vV 7xXjU) -2- (E) -7°D^XjlQ — N- [3 
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-tDVn^ )V- 4- [1- (4, 5-vbHD-3H-bfP-;U-2--rjU) fcMU 

%mmi02 (a) T»&nfcN- [3- (3-7$y77i^W -2- (E) - 
7tt^x;|/J -N- [3 -^jUA^-f JI/-4 - (tf^Uv>-4-<;kt^>) 7il 
;W X^>7;U*>7=K 2&I?ig (0. 6 8 g) SX^y-;U (15ml) 
Ls ^M.X\ • 7V/tl/—>3> • 7>K • ynv-v^-X-O^- 

j~~>3i-)l. fg2 4#, ^1 471 (1 9 9 2¥) [ Org. Prep. Proced. Tnt. , 24, 147 

(1992)]{CfB««77^{C^V^ 2 - fcfp U yV VGj&.2tltz 5 b*v- 3 , 4 -v 
kHD-2H-en-Jl/ (0. 3 6 g) Rtfb 'Jl^75 > (0. 8 5mi) JM, 
^T-lWgLj«, 5-^h^v-3, 4-yt F D - 2 H- tf □-;[/ (0. 19 
g) &tfbUX:^7=:> (0. 3 4ml) £in;i> £ £>£ 5lWf#L£ 0 
MEETMU B^^X^y-iU (1 0ml) R.££4 N l£«lf v**1t>« (4 
m 1 ) ZtoPLtcWi, nM&fm^LtCo M£#f&H PLC (YMC-Pack ODS-A; YMC\ 

mm®i&: i o%7-feS-hu;u/7K) tusju mzntcmfeBmitzi n m (8 

i:CJ;D, mffltftWO. 5 6g («7 3 %) £«&«£^@#:<!: LT#£. 

'H NMR (400MHz, DMSO-d 6 ) <5 ppm : 1.27 (3H, t, J=7.5), 1.79-1.91 (2H, m), 
2.02-2.14 (4H, m), 2.97 (2H, t, J=7.0), 3.21 (2H, q, J=7.5), 3.47-3.73 (5H, m), 
3.90 (1H, m), 4.47 (2H, d, J=6.0), 4.86 (1H, m), 6.46 (1H, dt, J=16.0, 6.0), 6.57 
(1H, d, J=16.0), 7.26 (1H, d, J=9.0), 7.49-7.58 (2H, m), 7.69-7.76 (3H, m), 7.92 
(1H, s) ; 

IR (KBr, cm 1 ) : 1671, 1331, 1146. 



mmm 1 o 3 

N- [3- (3-7$y;7i^) -2- (E) --fu^~M -N- [3-J])l 
n^)V-A- [1- (4, 5-yb HD^^-tj-'/-;U-2— £^'Jv>-4- 

-r ;m-^> 3 7 x -M ;* ^ >7 >7 ^ f 2 jftgfeft (m^t^mn 1211) 

IM10 1 (a) T#e>tl£N- [3- (3-7$y; 7xX)U) -2- (E) - 
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)V] ;*?>7JU*>75K (0. 3 2g) £*^/-;Ml5ml) fc##U SfiT, 
3-Dfc?7> • 5>V— ^W. • • ir*Z MJ— . ^1 0#, £2 6 4 

5 H ( 1 9 9 9 [ Eur. J. Org. Chem. r 10_, 2645 (1999))K:Ki£<D7j 2 
WJ K>«fc9£l&3ttfc2-Xr-*v-4, Hn^++r\/-;i/ (0. 21 

g) Rtf HJX3S>U7^ > (0. 5 6ml) £in;i> MT2 P#F B 1&#L£^ -flftft 
fibfc. M^METl^t, TOMHPLC (YMC-Pack ODS-A; YMC, & 
tt&JK: 1 2 % h - h U )V/H/L) X'^mVfzo »5ft&at£JBB#S 1 N &® (2. 
0ml) » JETTON @ $ it Z>Z <hlC £9, *E<fr&*0. 1 1 g (JR 

$26%) £fc£fiJSfj£JBH#£: LTfffc. 

*H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.78-1.92 (2H, m), 1.98-2.11 (2H, m), 
3.06 (3H, s), 3.47-3.88 (6H, m), 4.45 (2H, d, J=5.5), 4.76-4.85 (3H, m), 6.47 (1H, 
dt, J=16.0, 5.5), 6.59 (1H, d, J=16.0), 7.25 (1H, d, J=9.0), 7.49-7.58 (2H, m), 
7.67-7.76 (3H, m), 7.91 (1H, s); 
' IR (KBr, cm' 1 ) : 1686, 1334, 1151. 



Mt&ffl 10 4 

N- [3- (3-7Sy77x-^) -2- (E) -y°U<-)V] -N- [3-tl)l> 
;^-f;i/-4- [1- (4, 5-^t:HP5 1 7 > /-;i/-2--r;i/) bX'Jy>-4--f 
W'>] 7xrj|/] ^^>7J^>7$H 2ttBfcg Wmt&m^ 1 2 6 9) 

$m®\ 1 0 1 (a) Tt#f>nfcN- [3- (3 -7^>V 7x-;U) - 2- (E) - 
yo^-;U] — N— [3-^3)^^)1-4- (lM'J5>>-4— Okt+S') 7il 
;H ;*^>*;U*>75K (0. 32g) $fh7th'D77> (3ml). 1, 4- 
VHr^y (3ml) &#7.K (3ml) (DM£®mz®ffiU WF, 2-?on«fV 
?tv7^- h (0. 0 5ml) Rl£ h U X?;U7 5 > (0. 07ml) £jD;i, 

(YMC-Pack ODS-A; YMC, i&fct}» : 1 2 % 7il b X HJ JU/tK) TWSjbfc. » 
^nfei^i#£ 1 N £B (1. 2ml) KZ»*?Lfc£, jttJET*B«H 
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t\z&v* m&it^mo. i5g (W5 9%) zm&mfeMWft tLxmzc 

'H NMR (500MHz, DMSO-d 5 ) 5 ppm : 1.82-1.93 (2H, m), 2.02-2.12 (2H, m), 
3.06 (3H, s), 3.52-3.63 (3H, m), 3.68-3.82 (2H, m), 3.91-4.02 (3H, ra), 4.45 (2H, d, 
J=6.0), 4.85 (1H, m), 6.47 (1H, dt, J=16.0, 6.0), 6.59 (1H, d, J=16.0), 7.25 (1H, d, 
J=9.0), 7.49-7.58 (2H, m), 7.68-7.76 (3H, m), 7.91 (1H, s); 

IR (KBr, cm 1 ) : 1673, 1632, 1333, 1151. 

tzMw 1 o 5 

N— [3 4- (1 -^^;Ubf^'J v>-4--i , ;i/^-4 1 -» 7i-Jl^] -N 

- [3- [3- (xh^->^;^^;u7^y) (-ray) *?)\,7x.=.m -2- (e) 

4-ZhD7x;-Jl/ (1. OOg) £v^Da^> (20ml) fcJg#U tKTv 
T, 9na*mxm (0. 7 0ml) RtffcT»JS?> (0. 70ml) $ITb/ci, 

1. 44 g (»9 5%) ^efei^tL/Wc. 
HJ£0!|lT#£>n£N- [3- (3 -75yy 7i-JW -2 - (E) -^n^-;U] 

-N- [3-^7Po-4- ci -y^;utr^u v>-4 — om-*s/] 7i-j^ 

7 JUgj^X^MI/ 2±£i?& (0. 4 2g) ^7K (5ml) Kl»jS?U 4--hD 
7^-)Vmfc^)V<Di/9UU*$>®m (0. 1 4g^y^OD^^>5ra 1 fc&flP) 

so^®^-?- h u a ( o . 1 1 g) zmz.t£'&. 3 mmmftLtz. Kttmz 

^hU^A7K^T»b7Co WaS^M7jc«T^'>^AT^L, MEETM 

xmm^tz. nzntcmfeBmfoZJL? (5m n £i§a?u 

IN M (1. 4ml) £j}D;L£^ MEETMS£@£i*-£. :n$7jcl:Mim 
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'H NMR (500MHz, DMSO-cU 6 ppm : 1.23 (3H, t, J=7.0), 1.33 (3H, t, J=7.0), 
1.90-2.07 (2H, m), 2.15-2.25 (2H, m), 2.74 (3H, m), 3.00-3.10 (2H, m), 3.33 (1H, 
m), 3.40-3.50 (1H, m), 4.19 (2H, q, J=7.0), 4.35 (2H, q, J=7.0), 4.42 (2H, s), 4.47 
(2H, d, J=6.0), 4.62 RlM.87 (If 1H, & m), 6.42 (1H, dt, J=16.0, 6.0), 6.59 (1H, 
d, J=16.0), 7.31 (1H, m), 7.40 (1H, m), 7.54 (1H, t, J=8.0), 7.59 (1H, m), 7.66 (1H, 
d, J=8.0), 7.75 (1H, d, J=8.0), 7.86 (1H, s); 

IR (KBr, cm 1 ) : 1742, 1674, 1354, 1157. 

^MM 1 0 6 

N- [3-^dd-4- ( l - p< u ^ > - 4 — f ;u^-^f ~» 7xZM -N 

- [3- [3- (4-^ h^y7x7^yM^7$y) Xf^7x^ 

;u] -2- (e) -y°u^-)v\ x^77^ )vmm^)v 2mm& 

4-/h+y7i;-Jl^ (1. OOg) *~J0uu*$> (2 0ml) CJg^U 7k 
ftT, 700«4-^h^'>7x-;Kl. 2 5m 1 ) RtftfU i?> (0. 7 2ml) 

fiS*l£$S#Tifc#L&. til ^ i«7 ^> y >7 AT^I Ifct , $JETj§*g&@ 
S-frSHtfcJ;?), -^tfX (4-^ h^^>7x-;U) 2. 3 7g OK^Slft) £ 

mt&MnsmZfttcN- [3- (3-7$y/7x^) -2 - (E) --fu^-)V] 

— n- [3-700-4- [i -^;hmu v>-4--r;^+~>] 7x-;i/] 

7 7^«I^ 2i&^& (0. 5 0g) £tK (10ml) £»#U -M^t* 
7. (4-p< h^v7x~JU) <D:/^DD^>ig?i£ (0. 22g^y7DD^>10 

mlt^M) Rl^7k^HJ?A (0. 14g) &tox.tc'&. MT-Mi^L7Co 
mffiVftfo is l ) X 5 s JVX ? Attach if? 7 : W uu*$ y 



WO 02/081448 PCT/JP02/03355 

217 

/x^/-;u=5/2) x-mmLfc. nt>ntcm%.M®fczx2y-)i (5 mi) \z® 

*U IN Wfc (1. 6ml) £iQa.fc&. MEETitl§&@ $ cn^TKC^ 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.23 (3H, t, J=7.0), 1.83-1.93 (1H, m), 
2.00-2.18 (2H, m), 2.20-2.27 (1H, m), 2.76 (3H, m), 3.00-3.10 (2H, m), 3.30-3.50 
(2H, m), 3.77 (3H, s), 4.19 (2H, q, J=7.0), 4.42 (2H, s), 4.48 (2H, d, J=6.0), 4.60 
RZt 4.85 (ff" 1H, & m), 6.39 (1H, dt, J=16.0, 6.0), 6.59 (1H, d, J=16.0), 6.99 (2H, 
d, J=9.0), 7. 17 (2H, d, J=9.0), 7.3 1 (1H, m), 7.41 (1H, m), 7.51 (1H, t, J=7.5), 7.60 
(1H, m), 7.69 (1H, d, J=7.5), 7.80 (1H, d, J=7.5), 7.97 (1H, s); 

IR (KBr, cm 1 ) : 1740, 1671, 1354, 1161. 



^mm i o 7 

N— [3- [3- (t-yh4y^rj|/7^7) (-fg/) ^fJ^i-Jl^] - 
2- (E) -y°U^~)U] — N- [3-?PD-4- ( i -^;nf^Uv>- 4--f 

mffiMlxnztltcN- [3- (3-7$yV7iUW - 2- (E) -y'a^~)V] 
-N- [3-/7DD-4- [1 -^^;ut°^u^>-4— f;u^^] 7x~;H tjp 
7 7 ; E'f«x^ 2m&& (0. 4 3g) (10ml) fc»#U -&kWti? 
(t-y^M 0^DD^^« (0. 15g£y^DD^^>l0mll«) 
R^i?7K^^ HJ A ( 0 . 1 2 g ) £iO;L£^ £MT 5 P#K^Ufc. SlS^fC 

l§fa^m7K^^ h U ">A7K^»^fc^ &Mx?)]sXtilftL, mftmzmumWk 

^/-;U=5/1) Tfitirf 3££KckD, SlEfl^tlO. 36g (W81%) 

l H NMR (500MHz, CDC1 3 ) (5 ppm : 1.35 (3H, t, J=7.0), 1.54 (9H, s), 1.87-1.96 
(2H, m), 1.97-2.06 (2H, m), 2.32 (3H, s), 2.39 (2H, m), 2.68 (2H, m), 3.99 (2H, s), 
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4.30 (2H, q, J=7.0), 4.41 (1H, m), 4.44 (2H, d, J=6.5), 6.22 (1H, dt, J=16.0, 6.5), 
6.42 (1H, d, J=16.0), 6.91 (1H, d, J=9.0), 7.29 (1H, m), 7.34 (1H, t, J=8.0), 7.45 
(1H, d, J=8.0), 7.52 (1H, d, J=2.5), 7.66 (1H, d, J=8.0), 7.78 (1H, s); 
IR (KBr, cm' 1 ) : 1740, 1655, 1365, 1163. 

mmm 1 o 8 

N- [3-^DP-4- ( l-^;i/bf^ *)i?>- 4— 7xn;l/] — N 
- [3- [3- (4-7MP7i;^yM^7$y) KS/) ^J^i" 
JUj -2- (E) -7°D^~;H XJ^7t-fJ^|IfJ^ 

4-7MD7I7-J1/ (2. OOg) £v^PD;<^> (40ml) \Z®ML, ?K 
^DD«4-7MD7i-jKf)y^OD/^>M (2. 3 5ml£v;7D 

D/^>5mltt«) &WJ:y> (1. 5 9ml) «Tbfc^ IST1. 5P# 

^t'X (4-7^tD7i^) 4. 2 5g (W9 5%) £Sfi@#<!: LT#7c 0 
»0iJlTl#bnfeN- [3- (3-75y/7x-JW - 2- (E) -:/D^-,l/| 

-N- [3 -^dd-4- [i -^^;nf^'j> ? >-4— r^^v] 7izjh tju 

7 7 ; t-fJ«lfJl' 2&®^ (0. 5 0 g) £tK (1 Om 1) fc»#U ~M^t' 
X (4-7Mn7i^W ©ix^DD^^>^ (0. 20g^y^DP^^>10 
ml MS?) W^K^h'J^A (0. 2 0g) ^JoAfc^ £ST-I!fcif#l,7c. 

«&»0t»7jc$^ h U ^A7X^MT*»L7c. OTf £&7k«T^* >"7ATl&$U 

^>/X*/-;i/=l/l) TUM-r^^tUcfcD, 47g (H$8 

5%) £&&M£^@#:£bT#£: 0 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J=7.0), 1.86-1.95 (2H, m), 
1.95-2.04 (2H, m), 2.31 (3H, s), 2.35 (2H, m), 2.66 (2H, m), 3.99 (2H, s), 4.31 (2H, 
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q, J=7.0), 4.40 (1H, m), 4.46 (2H, d, J=6.5), 6.26 (1H, dt, J=16.0, 6.5), 6.47 (1H, 
d, J=16.0), 6.91 (1H, d, J=9.0), 7.08 (2H, m), 7.17 (2H, m), 7.31 (1H, dd, J=9.0, 
2.5), 7.42 (1H, t, J=8.0), 7.53 (1H, d, J=2.5), 7.54 (1H, d, J=8.0), 7.75 (1H, d, 
J=8.0), 7.86 (1H, s); 

IR (KBr, cm 1 ) : 1739, 1668, 1355, 1162. 

mum 109 

N— [3 -jDW^ [1- (4, 5-vfcKP-3H-fcfn-JU-2 — f 

)V) tf^u v>-4--r;i/^->3 7x~;ki -n- [3- [3- dh^y^j^^ 
;^7$y) y.^;U7x^ji/i -2- (e) --?wk=.m ;*^>tjMn>7 

HJi^JlOl (b) -e»6nfeN- [3- (3-7$v77i-JW -2- (E) - 
:/p^-;u] — n— [3-*;i/A^-r;u-4- [1- (4, 5 -vfc Hp- 3H-tfO 

2 tr^u v>-4--r;u^'>] 7x-ju] ^^>m>7=H 2 

tfOMft (0. 2 3g) ^DD^> (4. 5ml) &tfN, N-y^^*)l/A7 
$H (1. 5ml) ©jg^»jiK:»*L, »Jl0 5Ti6tlfc4-zhO7x-Jl/ 
mtx?)V (0. lOg) Rtfh U X^;i/7 5 > (0. 16ml) £iD*.fcm> iST 

- Wi : y^OP^^>/^^/-JP=5 0/0-4 7/3) -efflSSLfe. t#S> 
n'fc»«<»K*X^y-;i/ (2ml) C»*U 4N (0. 

MffciglCttTCtKckD, *ffiflS'&«bO. 2 0g OR* 8 4*) ^ifeMi^il/ 

'H NMR (400MHz, DMSO-d 6 ) <5ppm : 1.33 (3H, t, J=7.0), 1.80-1.92 (2H, m), 
2.02-2.14 (4H, m), 2.96 (2H, t, J=7.5), 3.06 (3H, s), 3.47-3.73 (4H, m), 3.83-3.91 
(2H, m), 4.35 (2H, q, J=7.0), 4.46 (2H, d, J=6.0), 4.87 (1H, m), 6.45 (1H, dt, 
J=16.0, 6.0), 6.60 (1H, d, J=16.0), 7.28 (1H, d, J=9.0), 7.49-7.69 (3H, m), 7.73- 
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7.78 (2H, ra), 7.88 (1H, s); 
IR (KBr, cm 1 ) : 1754, 1667, 1334, 1151. 

mmm 1 1 o 

N- [Z-tDVn^ )l-4- [1- (4, 5-v ? bHa-3H-tfD-;t/-2--f 
)V) tf^U> ? >-4--rj|/^-^v] 7x-jl/] -N- [3 - [3- {\f.nu 

-ovr^J) *3-)i7 -2- (E) -yn^zpi] ^^>^;i/7j>>7$H 

HJS0D1O1 (b) T#e>nAcN- [3- (3-7^vV7x-;U) -2- (E) - 
7*D^JH -N- [3-^)1/^-01-4- [1- (4, 5-ytFo-3H-lfn 

—)v-2-^)V) tf^u> ? >-4— r;^^->] 7x-jh /^>7>;^>7^h 2 

m&M. (0. 2 0g) £5?£po**> (2. 5ml) Rtf7-th-hV)l (2. 5m 

i) <Dn&mmzmmL> *&t* wj>^4--hP7x-;u (o. 0 9g) r# 

MJx^;H75> (0. 2 3ml) £Jo;l£&> ^i&T4lWJf#Lfc. 

-4 7/3) TSWiTt&iii^ckD, *I!Efc£$>0. 17g (W8 6%) 

>H NMR (400MHz, CDCl 3 )<5ppm : 1.28 (9H, s), 1.78-1.88 (2H, m), 1.96-2.05 
(2H, m), 2.07-2.14 (2H, m), 2.51 (2H, t, J=8.0), 2.96 (3H, s), 3.22-3.31 (2H, m), 
3.67-3.76 (4H, m), 4.44 (2H, d, J=6.5), 4.67 (1H, m), 6.23 (1H, dt, J=16.0, 6.5), 
6.52 (1H, d, J=16.0), 7.01 (1H, d, J=9.0), 7.38 (1H, t, J=8.0), 7.45 (1H, d, J=8.0), 
7.52 (1H, dd, J=9.0, 2.5), 7.82-7.88 (2H, m), 8.19 (1H, d, J=2.5); 

IR (KBr, cm 1 ) : 1670, 1339, 1153. 

%%m 1 1 1 

n- [3- [3- (^>7-r;u7$/) H^y) /^7x-ji.] -2- (E) - 

?°a^-)i] -N- iz-tDVn^^-A- [1- (4, 5-vLKp - 3 h - tfo 
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iWi 1 0 1 (b) -C'&ZnfzN- [3- (3-7$y77iZJW - 2- (E) - 

zfu^~M — N— [3-^;U7\* ; E^;i/-4- [l- (4, 5-s>*tHa-3H-tfn 

tttttt (0. 30g) £v*DD.**> (4ml) &tf7-fe h-MJ;i> (4ml) (DM 
&®mz®ML. 7k#T, ^lll4-ZhD7i^ (0. 15g) RtfbVXT-jU 
7=> (0. 2 8ml) SriniAfc^ MX- mU&brc. Kfom\zV>7 na*$ y* 
jJOA^Lfc^ 0. 5N 7j<^b^hU^A7j<MS:0:^P^7j<m#L, «H 

*7A^D7 (fttUftft : S J9UUW>/*9J—)V= 50/0~47 

/3) T«f«L£. cin^KtcMU ^HWcitiao, TOfl^ttO. 2 

4g (iR¥7 5%) £&3t&$S^@#<!: l/tffc. 

'H NMR (400MHz, CDC1 3 ) <5ppm : 1.77-1.87 (2H, m), 1.94-2.12 (4H, m), 2.50 
(2H, t, J=8.0), 2.97 (3H, s), 3.20-3.28 (2H, m), 3.65-3.74 (4H, m), 4.45 (2H, d, 
J=6.5), 4.66 (1H, m), 6.27 (1H, dt, J=15.5, 6.5), 6.56 (1H, d, J=15.5), 7.01 (1H, d, 
J=9.0), 7.42-7.56 (6H, m), 7.94-8.02 (2H, m), 8.20 (1H, d, J=2.5), 8.36 (2H, d, 
J=7.5); 

IR (KBr, cm 1 ) : 1670, 1339, 1153. 

mmm 1 1 2 

N - [3- [3- (T-fe^TS/) (-f^7) *3-)V7^-)V] -2- (E) 
U^~)V] -N- [3-i3)W^^)l-4- [1- (4, 5-^bFn-3H-tfD- 

« 

^iS0UOl (b) Tlt^n^N- [3- (3-75^/7x~JW - 2- (E) - 

yn^-jl/] — N— [3 -*;i/A^<;i/-4- [1- (4, 5 -vk Kn- 3H- tfP 

-^-2— r;i/) tf^u i?y-4--i)i^y] 7xz;i/] /^>7M>75K 2 

&&ifi (0. 29g) ^DD^> (3ml) RtX7-feh-hU;i/ (3ml) OU 

smmzmmis* Tk&T, sfi4--hu7i-ji/ (o. 0 9g) wkuiws 
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> (0. 2 6ml) ifiT4^P«l/5:. Mlv^DD^^>^D 

*.WRbfc«, 0. 5N *»{t^hU^A*»«[RlX<S?dft«*T«c^L. W«Ji* 

1 6 g 8 %) Mfet^Il^tLTllfc. 

l H NMR (400MHz, CDC1 3 ) (5ppm : 1.78-1.88 (2H, m), 1.97-2.15 (4H, m), 2.30 
(3H, s), 2.52 (2H, t, J=8.0), 2.96 (3H, s), 3.22-3.31 (2H, m), 3.66-3.77 (4H, m), 
4.44 (2H, d, J=6.5), 4.68 (1H, m), 6.26 (1H, dt, J=15.5, 6.5), 6.50 (1H, d, J=15.5), 
7.01 (1H, d, J=9.0), 7.37-7.53 (3H, m), 7.72-7.78 (2H, m), 8.18 (1H, d, J=3.0); 
IR (KBr, cm 1 ) : 1668, 1338, 1152. 

mmm 1 1 3 

N— [3-^j;|/A^-r;U-4- [1- (4, 5-ybHD-3H-eP-;^-2-< 
M bf^'J^>-4--r;i/^-^v] 7x^3 -N- [3- [3- (dAZl (4-* 

h^'>7xy^'>ij;i/^-;u7$y) ^Fjiy^M -2 - (E) -zfu^-)V] * 
?>tji^>7$ jf 

4 h07x;-Jl/ (1. OOg) ^^DD/^> (30ml) fcj&SPU ^ 
T, ^DO«4-/h^/7xZJ|/ (1. 1 0ml ) RtftrU>>> (0. 64ml) 

+y7x3) (4-zh07iZJW 1. 7 2g (Kl 8 3 %) £66@#<tLT# 

H»J10 1 (b) T#£ttfcN- [3- (3-7$yy 7x~JlO - 2- (E) - 
7°p^-;l/] -N- [3-#;kM^<;i/-4- [1- (4, 5 -$>fc HP- 3H- fcfP 
-;U-2--fj|/) M'ViVy-A-'t IVtt's] 7x-JW /^>7W>7SH 2 
(0. 2 9 g) £5>£DDj**> (3. 5ml) RlX7-feh— h»j;u (3. 5m 
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1) ©ffi£»ttfcflS#U mm (4-* h+y7i-JI/) (4-3ihD7x-;U) (0. 
15g) &r»'Jx^;i/7^> (0. 2 7ml) *lQAfc&, ifiTl. 5P*HJI#U 
fc. »S«IC5?^DP^^>*ln*flWLfc«, 0. 5 N h U» 

ttTZtlZ&t), UmtGtoO. 2 3g (W6 9%) *JS6*!l3t»H#tLT»fc. 

'H NMR (400MHz, CDC1 3 ) <5ppm : 1.77-1.88 (2H, m), 1.94-2.13 (4H, m), 2.51 
(2H, t, J=8.0), 2.97 (3H, s), 3.21-3.31 (2H, m), 3.64-3.84 (7H, m), 4.43 (2H, d, 
J=6.5), 4.68 (1H, m), 6.27 (1H, dt, J=15.5, 6.5), 6.51 (1H, d, J=15.5), 6.91 (2H, d, 
J=8.5), 7.01 (1H, d, J=9.0), 7.13 (2H, d, J=8.5), 7.40 (1H, t, J=7.5), 7.47-7.54 (2H, 
m), 7.80-7.90 (2H, m), 8.18 (1H, d, J=2.5); 

IR (KBr, cm 1 ) : 1668, 1338, 1152. 

##0»J1 

3-y7y^>X7Jl'ft: H (4. 5 g) £hJUx> (2 0 0ml) liZffiM V , h'J 
7xx;U***7XUx>7^h7;krt:K (13. 6g) £jBAfc&, 7 0T:T4B$ 

It 5 d £ «fc «5 , «IH^-&«I3. 0 9g («$5 7%) *«JJtfiH-tt3ttfttLT#fc. 

>H NMR (500MHz, CDC1 3 ) dppm : 6.76 (1H, dd, J=16.0, 7.5), 7.46 (1H, d, 
J=16.0), 7.58 (1H, t, J=8.0), 7.73 (1H, d, J=8.0), 7.80 (1H, d, J=8.0), 7.84 (1H, s), 
9.75 (1H, d, J=7.5). 

#%#I2 

3- (3-'>7V7xx;W -2 - (E) -7°D^>~ 

m^Wl^n^ntzZ-isJ Sfe&.7)W\i F (3. OOg) £^7DD*^> (3 
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0ml) RTtX?y-)l (7 0ml) 0fi£&tttC&ftU tK&T, #3&ft5*£3fc:*-> 
'J "7 A (1. 3 2g) Rtf&ft-feUtfA (2. 4 9 g) *JP*.fc&. HfiTl. 5I$M 

mwvtc. &jfcmz&ftmt7>*-o&fcmm&tinzrz&. v?nn*#>-v3®m 

*^>/»Kx^;P=3/2) •VmU?2>£t\Z&K>. ^15^^13. 2 7g (JRM 

'H NMR (500MHz, CDC1 3 ) 6 ppm : 4.37 (2H, m), 6.43 (1H, dt, J=16.0, 5.0), 6.62 
(1H, d, Jf 16.0), 7.43 (1H, t, J=8.0), 7.52 (1H, d, J=8.0), 7.60 (1H, d, J=8.0), 7.65 
(1H, s). 



4- (i - t h^'>^;i/fe;ubf^u^>-4--r;i/^-^'» - 3 pp~ h 

1 - t -ZfV*isi3)li£~)l-4-t Ko + ytWJ 5» (3. 32g), 2-^70 
D-4-rhP7i;-^ (2. 3 6g) ^h'J7x-MX7^> (5. 1 1 g) 

&i?9uu*9> (6 0ml) izmmis* tK^T. 7 x /zSjV\'tf>Wti?X3 L )V (3. 1 

Oml) £irFtfc&, SfiTl 8P#MJt#Lfc. S^&«ffiT»«Lfc«, 
yU*W7Ai7D?hy77^- (MI:^t>/»^=5/2) T 

t»«-r.SIltK:J;»5, «8B^-&»3. 9 0g (»7 6%) £#tftfiH#£UT1tfc. 

! H NMR (500MHz, CDC1 3 ) 6 ppm : 1.48 (9H, s), 1.84-1.98 (4H, m) 3.54 (2H, m), 
3.62 (2H, m), 4.73 (1H, m), 7.00 (1H, d, J=9.0), 8.14 (1H, dd, J=9.0, 3.0), 8.31 
(1H, d, J=3.0). 

3-^7PP-4- (l -^5MHf^'J>?>-4 — OVttzs) -HP^>if> 

##f!)3T#en^4- (l- t -7h*v#;^-;i/t?^u v>-4-'()i,tt 

- 3 -fpuuzL hn^>i?> (1. 5 0g) ^90%« (4. OOg) idgSU 



##0!I3 
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3 7%*;i/7iJ> (2. 5 0g) £fifl*, 10 0X;T*2mmm&Ltz. 

tiz^o. mvMt&mi. i2g (»9 8%) zn&mfctLTntco 

'H NMR (400MHz, CDC1 3 ) <5ppm : 1.90-2.10 (4H, m), 2.33 (3H, s), 2.35-2.45 
(2H, m), 2.60-2.70 (2H, m), 4.58 (1H, m), 6.98 (1H, d, J=9.0), 8.13 (1H, dd, J=9.0, 
3.0), 8.30 (1H, d, J=3.0). 

3-^pa-4- (i -^^;i/hr^'j v>-4--i';u^'» 7xu> 

##^j4T#6nfc3-^DD-4- (i-*^uif^u^>-4-'f;M-*->) - 

bWOV> (8. 4 8g) (2 0 0ml) fciS#U gj&ttfl* (18. 

5 9g) £JnA> rafflT-«fe«»Lfc. EJS**3«l/fcft, 5«fc»JET**U « 
U£A*8»n?**nbfc&, Sfl»x?-;i/T?5l3$ftfflLfc. ff«*£*l&K«ffifc 

mmc&ms. 95g (n$9 2%) **»fea#tLT^fc. 

'H NMR (400MHz, CDC1 3 ) <5ppm : 1.82-2.02 (4H, m), 2.20-2.30 (2H, m), 2.30 
(3H, s), 2.68-2.78 (2H, m), 4.12 (1H, m), 6.51 (1H, dd, J=8.5, 3.0), 6.72 (1H, d, 
J=3.0), 6.81 (1H, d, J=8.5). 

##08 6 

n— [3-^np-4- (i-*^juif^'js;>-4--f;M-3^) 7i^] 

~V> (6. 9 5g) *^DD>^> (1 5 Oml) fc»#U MT. pUUXfr 
#x;UBt«X^;U (3. 8 8ml) Rtft?Dv> (4. 67ml) SSTlfcl, ^ffl 
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UT^y^AT^jllfc, «ET*«E£SSLfc&» »I*'>y*^*7A^D7 
CitCcfcO, mt2^tl9. 12g (iR$8 1 %) £iS£M£^@ft<!:LT#7c. 

l H NMR (500MHz, CDC1 3 ) <5ppm : 1.34 (3H, t, J=7.0), 1.90-2.00 (2H, m), 
2.00-2. 10 (2H, m), 2.37 (3H, s), 2.40-2.50 (2H, m), 2.70-2.80 (2H, m), 3.92 (2H, 
s), 4.30 (2H, q, J=7.0), 4.41 (1H, m), 6.93 (1H, d, J=9.0), 7.21 (1H, dd, J=9.0, 2.5), 
7.40 (1H, d, J=2.5). 

###J7 

N- [3 -^PD-4- (1 -^^;i/bf^'J-^>-4--f )±£±22 7xZf] — N 
- [3- (3-y7/7x-^) -2- "(E) --?U1-)V\ ZilkZT^LMM^l 

2k 

^m2-^n^>nrz3- (3-^>t/7x-;u) -2- (e> -7*o^>-i-t- 

Jl/ (3. 30g)> ##M6T't#e»nfcN- [3-^7DD-4- ( 1 -^;utr^ U v 
>-4--fJM-*~» 7x-JH X^7 7t<JH|If^ (7. 3 7g) RtfKU'? 
x-;U^7.^^> (5. 9 3g) £v#Dn^> (2 0 0ml) J;:jgfi?U »T> 
77v^;^>ifvx^;i' (3. 4 9ml) ZffiTVfz'&. MT-M^Lfcc gj£ 

/-;i//»»X5 L ^=l/3-2/l) *C»»-r*ilifcJ:f5, £IIHfb&$j7. 29g 

NMR (500MHz, CDC1 3 ) (5ppm : 1.36 (3H, t, J=7.0), 1.85-1.95 (2H, m), 
1.95-2.05 (2H, m), 2.31 (3H, s), 2.30-2.40 (2H, m), 2.60-2.70 (2H, m), 3.99 (2H, 
s), 4.31 (2H, q, J=7.0), 4.40 (1H, m), 4.46 (2H, d, J=6.5), 6.22 (1H, dt, J=16.0, 
6.5), 6.41 (1H, d, J=16.0), 6.92 (1H, d, J=9.0), 7.31 (1H, dd, J-9.0, 2.5), 7.40 (1H, 
t, J=8.0), 7.46-7.58 (4H, m). 

ij 8 

3 - $ DO — 4 - ( »J &>-4-4AttM -ha^ >M> 
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##^j3T#btife4- (i - t -7 h+v*;u^-;ue^u v>-4-> r;kt* 

-» -3-^PPXhP'0-tf> (7. 9 1g) ^vt^> (8 0ml) f»U 
SfiT4N (7 0ml) SrJnx.^ ®&T—mt&Ltz B 

'H NMR (500MHz, DMSO-d 6 ) 6 ppm : 1.50-1.60 (2H, m), 1.90-2.00 (2H, m), 
2.57-2.68 (2H, m), 2.90-3.00 (2H, m), 3.96 (1H, m), 7.45 (1H, d, J=9.0), 8. 18 (1H, 
dd, J=9.0, 3.0), 8.31 (1H, d, J=3.0). 

4- (i -7-fe^e^u> ? >-4-<;^^'» - 3 -^□□~hp^>if> 

##^8T#e>nfe3-^PD-4- (tX>Jy>-4-^M+y) ~hP^>if 
> (1. OOg) £tfUv> (2 0ml) ttIL, M*WBft (0. 5 5ml) 

&*TLfc«. MT3P#ra«#Lfc. K**C**ilD*fcft. »fcxWCj*fflU 

$9 0%) SIHj!ifeia#tL/T#fe. 

'H NMR (500MHz, CDC1 3 ) (5 ppm : 1.88-2.03 (4H, m), 2.14 (3H, s), 3.50-3.63 
(2H, m), 3.71 (1H, m), 3.94 (1H, m), 4.81 (1H, m), 7.01 (1H, d, J=9.0), 8.15 (1H, 

■ 

dd, J=9.0, 2.5), 8.32 (1H, d, J=2.5). 
0%M 1 0 

4- (1 -y-fe^JUfcf^U z?>-4-' (J\rt*M -3-^DD7-'J> 
###J9Tl#e>ftfc4- (1 -7-fe5 1 JHf^U> J >-4— 1)V** : s) - 
-hP^>izf> (1. 0 5g) &m (30ml) KfctfU (2. 0 

9g) ZDQPl. MflOl^rWbfc. R*fiWE*^iBLfcft. 3tt£«JET*ttU 
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^*->*AT?S£j*Lfc&, «EET»ii*ff4Lfc. ^feZi/VKflVX? 

77^- (M^& : i^x^i//^/-;^ l 5/1) TiSSTfS 0, 41 

IBft^O. 8 2g («8 6%) £8£feilM**K<fcbTf*fc. 

'H NMR (500MHz, CDC1 3 ) (5ppm : 1.78-1.94 (4H, m), 2.11 (3H, s), 3.33-3.43 
(1H, m), 3.60-3.70 (1H, m), 3.70-3.82 (2H, m), 4.35 (1H, m), 6.53 (1H, dd, J=8.5, 
3.0), 6.74 (1H, d, J=3.0), 6.81 (1H, d, J=8.5). 

###| 1 1 

3 DP- 4- (1 -X^Jl/ti^'Jv>-4--f;i/^->) 7-U> 
g^HIS^T, zMSift'J^AT^XtfA (2 3 0mg)5f h7kFn77>(5 
ml) fcSiSU tK?pT, f#fSIl 0Tl#bnfc4- (1 -7-fe^;Hf^U> J >-4- 
-r;^^v) -3-^DD7-U>0fh7k h*077> (10ml) »«£4ITLfc 
3. 5P#^Mft«bfct£, **ft'J^^A7;P5-^A (1 1 5mg) 

yM7A^D7h^77^- (y/70D^^>//^7-Jl,= 3/l~l/2) 

an-5^iK«ko» #ie^t)4 4 8mg (W5 8%) LTftfc. 

l H NMR (500MHz, CDC1 3 ) 6 ppm : 1.11 (3H, t, J=7.0), 1.82-1.93 (2H, m), 
1.93-2.04 (2H, m), 2.29 (2H, m), 2.45 (2H, q, J=7.0), 2.78 (2H, m), 4.15 (1H, m), 
6.51 (1H, dd, J=8.5, 3.0), 6.73 (1H, d, J=3.0), 6.81 (1H, d, J=8.5). 

1 2 

n- [3 -gem- 4- (i -x5 L ;i/ti , ^uy>-4--r;^^'» yxxjv] 

##0U lTf#^nfc3-^Dn-4- (1 -X3-)VW)i?>-4-' ( 
JXU> (8 5 3mg) £v£dd**> (2 0ml) Ki§3?U >k#T. ?UUZ)V 
fcX)mWtX?-)l (0. 4 5ml) R^t 4| Jy> (0. 54ml) SrFLfcft, 
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K^*->£ATftj»Lfc. »JET»«t*e*Lfc«, StSfc^Ua^JUrt^A^ciT 

z.t\z£o, mmk&mi 1 1 3mg mm 8 2%) *nn&mfeB®&£ Lxntc. 

'H NMR (400MHz, CDC1 3 ) 6 ppm : 1.15 (3H, t, J=7.0), 1.34 (3H, t, J=7.0), 
1.87-2.00 (2H, m), 2.00-2.13 (2H, m), 2.40-2.60 (4H, m), 2.70-2.83 (2H, m), 3.92 
(2H, s), 4.30 (2H, q, J=7.0), 4.43 (1H, m), 6.93 (1H, d, J=9.0), 7.21 (1H, dd, J=9.0, 
2.5), 7.40 (1H, d, J=2.5). 

###J 1 3 

n- [3-£pp-4- (i -xgjue^jU v>-4 — r;M-=fry) 7x-ji/i -n 

- [3- (3 -->7 7 7x-;U) -2- (E) -7°P^~J|/) ^^y^-f^ilgx^ 

2k 

#%0i|2T*#£nfc3 - (3-v7/7x~;0 -2 - (E) -7°n^>- 1 -pf- 
;U (0. 48g), ##0U 2T# £ftfcN- [3-7PP-4- (l-X3Ml/tf^U 

v>-4--r;u^>') 7x-;u] TJi^y^f ju«x3MI- (i. iig) &rj>»j 

7xZMX7-f> (0. 8 7g) ^DD^> (2 0ml) H»»L, *ft"F» 
T^i^^^lfJl/ (0. 5 1ml) SiTLfci, SlTf-WW^bfc. 

y-)i/mwtx9-)v= i / 3 ~ i / 1 ) -russirs ^ta^^ti 1 . 2 4 g 
(»8 3%) &m&mmj&mft£LT&tt. 

'H NMR (400MHz, CDC1 3 ) 5 ppm : 1.12 (3H, t, J=7.0), 1.36 (3H, t, J=7.0), 
1.86-1.98 (2H, m), 1.98-2.10 (2H, m), 2.35-2.50 (2H, m), 2.48 (2H, q, J=7.0), 
2.73 (2H, m), 3.99 (2H, s), 4.31 (2H, q, J=7.0), 4.43 (1H, m), 4.46 (2H, d, J=6.5), 
6.22 (1H, dt, J=16.0, 6.5), 6.41 (1H, d, J=16.0), 6.93 (1H, d, J=9.0), 7.31 (1H, dd, 
J=9.0, 2.5), 7.40 (1H, t, J=7.5), 7.48-7.58 (4H, m). 

1 4 

3-7 PP-4- ( 1 V 7°P fcfJU^'J i?>-4-^OVttM ~ hP^>-tf> 
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###J8T^£*Uc3-?PO-4- (tf^'Jv>-4--f JM-*^) -hP'Oif 
> (1. 5 Og) £7irh> (2 0ml) £S»U frlfcT* Bt& (0. 3 3ml) ft 

(0. 18g) £iD;tfc^ £MT4. 5B#P B m#L 

tz&. i/j ;7m<m?mj-h*)V& (o. i8g) £in;t, mm&w^tcik, m& 

(0. 3 3ml) RtX'>7/**<ke5*±hU^A (0. 18g) *iHJAfc«» 3£ 

£9, «12{frS<lfcl. 3 6g («$7 8X) *»6H«:^UTflfc. 
'H NMR (400MHz, CDC1 3 ) (5ppm : 1.09 (6H, d, J=6.5), 1.90-2.00 (2H, m), 
2.00-2.15 (2H, m), 2.45-2.60 (2H, m), 2.75-2.90 (3H, m), 4.59 (1H, m), 6.98 (1H, 
d, J=9.0), 8.13 (1H, dd, J=9.0, 3.0), 8.30 (1H, d, J=3.0). 

15 

3-/ 7DD _4_ (i -<y7°Db°^br^Uv>-4--r;U^-» 7~U> 

+>-) - hn^>if> (1. 3 6g) £Htt (3 Om 1) fc»#U SfiTfltft* (2. 
7 0g) £SD*> mU-V-ffl&Wlsfzo Kfo®&ZMVrz'&. 5*£«JET*ttU % 

(^ttl» : ^□□**>/*r$V-;U=5/l~l/l) Tttfil-TSClfc 
iCiO, WK-fb^ 0 . 99g («$8U) *Hfii^»tbT#fc. 

'H NMR (500MHz, CDC1 3 ) (5ppm : 1.15 (6H, d, J=6.5), 1.80-2.20 (4H, m), 2.66 
(2H, m), 2.97 (2H, m), 3.03 (1H, m), 4.27 (1H, m), 6.52 (1H, dd, J=8.5, 3.0), 6.73 
(1H, d, J=3.0), 6.80 (1H, d, J=8.5). 

#%^J 1 6 

N- [3 4- (l-^y^PejUbf^U^>-4->fJU^y) 7i-Jl/] 
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###u 5T*t£>nfc3-^DD-4- (i --fyype;i/tr^u^>-4-'r;^ 

*v) 7->J> (9 8 5mg) $^DD^^> (2 0ml) C*#U tK^T, £d 
PXJUfcMt^x^Jl/ (0. 4 9ml) RD^tf' J v> (0. 59ml) S»TLfc«, 

7h^77-{- (Wi:^aD^^>/^^;-Jl/=10/l-3/l) T*3fil3 
1-*iltk:«kD, *l3ft£«J 1 0 9 4 m g (»7 1%) £Jg&M5t^@#£ LTf#£. 

'H NMR (400MHz, CDC1 3 ) 5ppm : 1.10 (6H, d, J=6.5), 1.33 (3H, t, J=7.0), 
1.84-1.98 (2H, m), 1.98-2.12 (2H, m), 2.50 (2H, m), 2.76-2.90 (3H, m), 3.92 (2H, 
s), 4.29 (2H, q, J=7.0), 4.39 (1H, m), 6.93 (1H, d, J=9.0), 7.20 (1H, dd, J=9.0, 2.5), 
7.39 (1H, d, J=2.5). 

###J 1 7 

N- [3-gPP-4- V^Ptf^tf^U v>-4— QM^vQ 7xIJV] 

— N- [3- (3-y7/7x-JI/) -2 - (E) -^D^-;U] y^-T 

##0»J2T?f§Snfc3- (3-y7;7x-JI/) - 2- (E) -7°D^>- 1 
)V (0. 4 6 g), ##0ijl 6t1l6nfcN- [3-70D-4- ( 1 f V 7°P fc?;U 

e^Uv f >-4-' f;M-=^» 7i-JH x;u7 7^-r^mx^ (i. 0 9g) & 

tfhU7i^WX7^> (0. 8 2g) ^DD^^> (3 0ml) KJSffiU * 

ftT, y'/y^M^yifA (0. 4 8ml) SiTlfei- MT- BfcJ£#Lfc. 

^^;-A/wifjp=i/2~i/i) -rffiisf-r^^iCcko, mut&mi. 1 

7g («$8 0%) ^^?ffi«KtbTf#7Co 

>H NMR (500MHz, CDC1 3 ) <5ppm : 1.08 (6H, d, J=6.5), 1.36 (3H, t, J=7.0), 
1.84-1.95 (2H, m), 1.95-2.09 (2H, m), 2.47 (2H, m), 2.72-2.88 (3H, m), 3.99 (2H, 
s), 4.31 (2H, q, J=7.0), 4.41 (1H, m), 4.46 (2H, d, J=6.5), 6.22 (1H, dt, J=16.0, 
6.5), 6.41 (1H, d, J=16.0), 6.92 (1H, d, J=9.0), 7.31 (1H, dd, J=9.0, 2.5), 7.40 (1H, 
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t, J=8.0), 7.48-7.58 (4H, m). 
###J 1 8 

4- ( 1 - ^^U y> - 4 - < Mty) - 3 - V □ P~ h D^>-g> 
##0»|8 T#enfc 3 4- (tf^'Jv>-4— fjl/^v) — h O^Oiz 

> (1. 5 0 g) RtJ^/^ZJUxk H (1 • 04ml) ^dd^^> (30ml) 

r 

IZfeML. ?Jc^T> mfc (0. 3 3ml) Rl^T/zki^fc&Ofjf^ HJ r?A (0. 1 
8g) MT3«ffiia»Lfc«, y77 zK*ftS3*^" h U ^A (0. 1 

8g) SjtaAfcSL SfcfcMT-i!feBi#Ufc. KJfc«&«ffiT*«&U 

-r ^ t fc«t 9 , «Kft^o. 8 8g 4 8%) *n&tmmnt.\sTmc. 

! H NMR (500MHz, CDC1 3 ) <5ppm : 0.94 (3H, t, J=7.5), 1.35 (2H, m), 1.53 (2H, 
m), 1.92-2.04 (2H, m), 2.04-2.15 (2H, m), 2.44 (2H, m), 2.53 (2H, m), 2.75 (2H, 
m), 4.62 (1H, m), 6.99 (1H, d, J=9.0), 8.13 (1H, dd, J=9.0, 2.5), 8.30 (1H, d, 
J=2.5). 

###J 1 9 

4- ( 1 -7?MUhf^'J v>-4— fjk^±2) -3-^PP7~U> 
<MIWl8T#&ftfc4- (1 -^;Utf^U> ? >-4— <)V*3ri/) -3-*PP 
-hP^>-tf> (1. 4 8g) &mWl (30ml) IZ&MU MMXTfB* (2. 8 

i g) *ibx. mu-v-^mwvrco Rfom&zmhfz&s zm&MErmmv, mm 

iT^y^AteU;. »JET»«E*fi*Lfc^» Sit«:->'J;&y;k&5A*P7 
hlf??*- (Mi:y^Da^^>//^/-iH5/l-3/l) T?ttSt5 
££lC<fcD, «Gfc£*l. 09g (W8 2%) *r*fi«itt»Jl£LT#fc. 

J H NMR (500MHz, CDC1 3 ) (5ppm : 0.93 (3H, t, J=7.5), 1.34 (2H, m), 1.60 (2H, 



WO 02/081448 PCT/JP02/03355 

233 

m), 1.92-2.02 (2H, m), 2.08-2.18 (2H, m), 2.62 (2H, m), 2.79 (2H, m), 2.94 (2H, 
m), 4.31 (1H, m), 6.52 (1H, dd, J=8.5; 3.0), 6.73 (1H, d, J=3.0), 6.79 (1H, d, 
J=8.5). 

* 

###J 2 0 

N- [4- (l zTjNl&v) v>-4--rjl/^-» - 3-^aD7x-^] 

###J1 9T#e»tlfc4- (1-^^t^U ^>-4-<)M-*~>) 
7-U> (1. 09g) ^-^OD>^> (20ml) fcjg#U )R^T. 2UU7.)\, 
*~>»H^X^;i/ (0. 5 2ml) RtftrUS>> (0. 62ml) £iffiTLfc&, £S 

^/-;U= 2 0/1-9/1) TfitiTtS^KJ;^ «82ft;£*|l. 4 1g (iK^8 
4%) £*g£&»@&<hL-a#fc. 

'H NMR (500MHz, CDC1 3 ) <5ppm : 0.93 (3H, t, J=7.5), 1.34 (3H, t, J=7.0), 
1.28-1.38 (2H, m), 1.54 (2H, m), 1.86-1.99 (2H, m), 2.02-2.15 (2H, m), 2.40-2.60 
(4H, m), 2.79 (2H, m), 3.92 (2H, s), 4.30 (2H, q, J=7.0), 4.41 (1H, m), 6.93 (1H, d, 
J=9.0), 7.21 (1H, dd, J=9.0, 2.5), 7.40 (1H, d, J=2.5). 

###J2 1 

n- [4- (i-7'5 L ;ubr^u> ? >-4--r;i/^-/) - 3-^qd7i-jm -n 

- [3- (3->777xZ^ -2- (E) -zfu<-)V] XJ^j^-fMXj 1 

2k 

#%0iJ2T'#^tl7 t c3- (3->7/7i-JW -2 - (E) -7°0<>- 1 -xf— 
/KO. 57g)> ###J2 OT#£tt£N- [4- ( 1 - ^Utf ^'J *J>- 4 — f 

-3-7DD7z-;H 7,)Vy7^ )mWt^)V (1. 4 1 g) &tfh'J 
7i^M^7^> (1. 0 2g) £>^op^> (3 0ml) 3k»T, 
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jyy^M^yl^l/ (0. 6 0ml) £»TLfc&. Ml?— ftflt^Lfc. 

/ -JU/»X^U= 1/20-1/10) T*%im?Z> dit«kD, ^fB{fc-&#l 1 . 1 
7g (K$ 6 3 %) &«*8ei*#«bR£l/r»fc. 

J H NMR (500MHz, CDC1 3 ) <5ppm : 0.93 (3H, t, J=7.5), 1.36 (3H, t, J=7.0), 
1.28-1.40 (2H, m), 1.48-1.60 (2H, m), 1.85-2.00 (2H, m), 2.00-2.15 (2H, m), 
2.38-2.58 (4H, m), 2.77 (2H, m), 3.99 (2H, s), 4.31 (2H, q, J=7.0), 4.38-4.52 (1H, 
m), 4.46 (2H, d, J=6.5), 6.22 (1H, dt, J=16.0, 6.5), 6.41 (1H, d, J=16.0), 6.93 (1H, 
d, J=9.0), 7.31 (1H, dd, J=9.0, 2.5), 7.40 (1H, t, J=8.0), 7.48-7.58 (4H, m). 

2 2 

4- (i -^>> ? ;ue^us/>-4--r;u^^>-) -3 -^dp- ha^>-tf> 

##0i8T&£ftfc3-£cm-4- (tr^'J> ? >-4— UVttz/) ~ho^>if 
> (1. OOg) SN, N-y^fWATSh* (20ml) \Z®ML, ftfrT. ^ 
>^a"7 5 K (0. 5 6ml) Rtf^g^U^A (0. 8 1 g) &1lQx.tz'&. gfi 

^p-?h^7^- (iffiil : >/Sixf;i/= 2 / 5 ~i^iif;KD*) r 

mm-tZ>Zt\z£.r>, mZitSm l . 02g 0«7 5%) LTfcfc. 

'H NMR (400MHz, CDC1 3 ) <5ppm : 1.88-1.98 (2H, m), 1.98-2.08 (2H, m), 2.42 
(2H, m), 2.72 (2H, m), 3.55 (2H, s), 4.58 (1H, m), 6.97 (1H, d, J=9.0), 7.23-7.37 
(5H, m), 8.12 (1H, dd, J=9.0, 2.5), 8.30 (1H, d, J=2.5). 

2 3 

4- (1 -^>v ? ^e^U> ? >-4— [jM^y) -3-^7DP7-'J> 

#*«2 2T#6nfc4- (1 -^>v;i/t°^U $>>-4--f -3-7P 

p-hP^>-^> (1. 0 2g) &Bttt (4 0ml) SfiTfTTO* (1. 

7 5g) £JP;i. K««*5i§Ufc«, 3**«jEET»»L. » 
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mo. 7 8g (W8 4%) ^n^m^ntbrntzo 

'H NMR (400MHz, CDC1 3 ) (5ppm : 1.80-1.90 (2H, m), 1.90-2.00 (2H, m), 2.26 
(2H, m), 2.76 (2H, m), 3.52 (2H, s), 4.12 (1H, m), 6.50 (1H, dd, J=8.5, 3.0), 6.72 
(1H, d, J=3.0), 6.80 (1H, d, J=8.5), 7.25 (1H, m), 7.28-7.36 (4H, m). 

###| 2 4 

N- [4- ( 1 -^>^jl/hf^U^>-4— 1)Vtt=/) - 3-^DD7iZJ|/l 7, 

2 3 t# <=> nfc 4 - (i -^>^;i/hf^Uv>-4— r;p^» -3-?P 

□ 7-U> (780mg) ^> ? ^no^^> (2 Oml) fc}g#U MT, 
)U^ZL)mm^)l (0. 3 5ml) S^'Jy> (0. 4 0ml) ^TUfcf, ^ 

®X3Ml//**/-;U=2 5 / 2 )T»KT<5C:£K:«fc D , WEffr&tt 1 0 1 8mg (iR 
$8 9%) ^tUfifflSfttlTUfc. 

! H NMR (400MHz, CDC1 3 ) <5ppm : 1.33 (3H, t, J=7.0), 1.84-1.93 (2H, m), 
1.93-2.02 (2H, m), 2.36 (2H, m), 2.73 (2H, m), 3.54 (2H, s), 3.91 (2H, s), 4.29 (2H, 
q, J=7.0), 4.37 (1H, m), 6.92 (1H, d, J=9.0), 7.19 (1H, dd, J=9.0, 2.5), 7.27 (1H, 
m), 7.29-7.37 (4H, m), 7.38 (1H, d, J=2.5). 

##0>J 2 5 

N- [4- (1 -^>^;|/bf^U> ? >-4--1 , ;t/^'» -3-^PD7x-Jl/l - 
N- [3- (3-y7/7i-^) -2- (E) -^U^~)V] 7,)V7 JI/pjEX 
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m%m2rm*>titz3- (3-v7/7xxju) -2- (e) -jTui>- 1 

)V (0. 3 6g), ###12 4Tt#bftfcN- [4- ( 1 ^l/fcf^'J v>- 4 - 

-vutti/) -3-^od7i-jW 7 > jU7 7 : e-r^wx^;i/ (i. 0 2g) 

'J7i.-MX7^> (0. 6 9g) ^PD/^> (2 0ml) KlJSflPU ft&T, 
7*/ViJ)W>WLi?X?fr (0. 4 0ml) £«STbfc«, MTf 2»IW««sLfc. K 

l H NMR (500MHz, CDC1 3 ) 5 ppm : 1.35 (3H, t, J=7.0), 1.84-1.93 (2H, m), 
1.93-2.02 (2H, m), 2.36 (2H, m), 2.71 (2H, m), 3.53 (2H, s), 3.98 (2H, s), 4.30 (2H, 
q, J=7.0), 4.40 (1H, m), 4.46 (2H, d, J=6.5), 6.22 (1H, dt, J=16.0, 6.5), 6.41 (1H, 
d, J=16.0), 6.91 (1H, d, J=9.0), 7.23-7.37 (6H, m), 7.40 (1H, t, J=8.0), 7.44-7.58 
(4H, m). 

###J 2 6 

3 -7 pd-4- ( 1 - 7x^;i/bf^ 'J i?> - 4 - ^f;i/t^'» -ha^>jf> 

> (9 5 7mg) £N, N-y/?WM75 K (20ml) fc»#U tK&T, 7 
xW7d>H (0. 6 1ml) R»'J9A (7 7 0mg) £iO;tfcft» &jft 

□ •7h7"77^- (*&&*&& : ^*tf>/RB&X?;P= l/5-B»lfm) Tift 
STS 9, «IB<b-&*9 3 6mg (»7 0%) *j^<t6Hflc<i: LTftfc. 

! H NMR (400MHz, CDC1 3 ) <5ppm : 1.93-2.03 (2H, m), 2.03-2.13 (2H, m), 2.46- 
2.59 (2H, m), 2.61-2.71 (2H, m), 2.73-2.88 (4H, m), 4.61 (1H, m), 6.99 (1H, d, 
J=9.0), 7.17-7.24 (3H, m), 7.24-7.34 (2H, m), 8.13 (1H, dd, J=9.0, 3.0), 8.31 (1H, 
d, J=3.0). 
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0#08 2 7 

3 4 _ (i-7x^;Utf^U^>-4-<JW^'» 7-'J> 

###|2 6T*#£ftfc3 -^PD-4- (l-7x^Jl/hXiJ^>-4-fM^ 
i/) -KD^>~tf> (9 3 6mg) SBItt (4 0ml) CfcjKU MUT'tr®* (1 
5 4 0mg) Sip*., MT--llft8l#Lfc. KfoM**>i&Ltc'&. 5ttfcttJET»l8U 

-Y- (iftbjSd : R»xf;p/^^y-ji/= lo/i) -cmmTZZt\z&r)* WMit 

£%}7 2 Orag «$8 4%) »3!&B#£LT#fc. 

* 

! H NMR (400MHz, CDC1 3 ) <5ppm : 1.83-1.95 (2H, m), 1.95-2.06 (2H, m), 2.37 
(2H, m), 2.58-2.67 (2H, m), 2.77-2.91 (4H, m), 4.16 (1H, m), 6.52 (1H, dd, J=8.5, 
3.0), 6.73 (1H, d, J=3.0), 6.82 (1H, d, J=8.5), 7.17-7.24 (3H, m), 7.24-7.32 (2H, 
m). 

2 8 

N- [3 -^DD-4- (l-7i^lf^U^>-4-<;i/^y) 7i-M 

##09 2 7 T?t# £ ftfc 3 - ^7 □ □ - 4 - (1 -7x^^;Hf^'J^>-4—f 
7-'J> (7 2 Omg) £>^DD**> (2 Om 1 ) fcig#U tK&T, ^PP 

x;u*-;wkkx^;u (o. 3 imi) fttftrus» (0. 3 5 mi) *arrufc«, 

sfiT?3«fwawiUfc. Rfam&mErFmmv* iMx^juT#jRUfc«, »7Km-7- 

KKx^/^^y~;u=2 5 /2 ) -e*lfi|-r* tKl«fc D . «?IB<t:^«J 9 3 6mg OK 

^8 9%) zn&tefemmfatisTmco 

*H NMR (500MHz, CDCl 3 )<5ppm : 1.34 (3H, t, J=7.0), 1.88-1.98 (2H, m), 
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1.98-2.08 (2H, m), 2.48 (2H, m), 2.60-2.70 (2H, m), 2.76-2.89 (4H, m), 3.92 (2H, 
s), 4.30 (2H, q, J=7.0), 4.41 (1H, m), 6.93 (1H, d, J=9.0), 7.18-7.24 (4H, m), 
7.24-7.33 (2H, m), 7.39 (1H, d, J=2.5). 

##0U 2 9 

N- [3-^nn-4- (1 - 7x^^'Jy>-4-fM4y) 7xXjU] 
-N- [3- (3 -v77 7x-jU) -2- (E) -7°U^-)l] Z)l>y 7^ frffi® 

m%M2T~mt>ntc3- (3-/7771^) -2- ce) -7*a^>-i-t- 

)\> (3 2 5mg), ##0!|2 8T#enfcN- [3-7DP-4- (l-7x*3MU£ 
^Uy>-4-fJ^y) 7i-M 7>^7 7 : &'f;H^iX^ (9 3 6mg) Rtf 
hU7iZMX7^f > (6 1 Omg) ^v^PP^^> (2 0ml) fcJgflPU » 
T, 7'Ji?tUl>tf>mi?^fr (0. 3 6ml) £j»TLfc&, S^T4P$f B 1J«^Lfeo 

ft&m \ 0 1 3mg («8 4%) Z®.M&mfeM®WtLTmtz. 

J H NMR (500MHz, CDC1 3 ) 5 ppm : 1.36 (3H, t, J=7.0), 1.87-1.98 (2H, m), 
1.98-2.09 (2H, m), 2.47 (2H, m), 2.60-2.68 (2H, m), 2.76-2.87 (4H, m), 3.99 (2H, 
s), 4.31 (2H, q, J=7.0), 4.43 (1H, m), 4.46 (2H, d, J=6.5), 6.22 (1H, dt, J=16.0, 
6.5), 6.41 (1H, d, J=16.0), 6.93 (1H, d, J=9.0), 7.17-7.23 (3H, m), 7.23-7.34 (3H, 
m), 7.40 (1H, t, J=8.0), 7.48-7.58 (4H, m). 

#WJ 3 0 

3 - ^□□-4- (l-7x^k°^Uy>-4-fM^y) ~ hP^>-£> 
###j8T#6ftfc3 -9UU-4- (tf^ ViS>- 4 --r;U:**-» ~hD^>-tf 
> (2. 6 8g)> y*U^s<>-¥> (1. 9 7g). 2- (y-t-7fMX7^) 
b*7x-;i/ (0. 6 2g)> h'JT. (v^>^'JT ; >7ir N» y/^y^A (0. 9 
5g), EXtt -7*h*yth'JW (1. 2 0 g) £b;Ux> (30ml) (C^L 
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«* *> U # 7A^D7h^77^- (*§ffi*§i& : '\*-* >/RKx^;P= 4 / 1 ) 
Ttt«-TSIl«tfc«kO, *BEffc£«l. 8 6g (»5 4%) SjftfiB^tLT^fc. 

'H NMR (400MHz, CDC1 3 ) 5ppm : 2.00-2.10 (2H, m), 2.11-2.21 (2H, m), 3.24 
(2H, m), 3.48 (2H, m), 4.73 (1H, m), 6.88 (1H, t, J=7.5), 6.95-7.00 (2H, m), 7.03 
(1H, d, J-9.0), 7.25-7.32 (2H, m), 8.15 (1H, dd, J=9.0, 3.0), 8.31 (1H, d, J=3.0). 

##09 3 1 

3-gPP-4- (l-7xn;Ufcf^U v>-4— (J^t^tkl 7-V> 
###13 0t#6n&3-^OD-4- (1 -71-JI/k'^'J v>- 4 — ( Jl^ Ir- 
is) nhD^>4f> (l. 8 6g) Sffft (35ml) fc»#U £ffiT?1"f*fr* (3. 
3 2g) £*n*.> MTl^Wbfc. EJ£*£5«Lfc«k 3ifc£«JET»»U 

'H NMR (400MHz, CDC1 3 ) <5ppm : 1.90-2.01 (2H, m), 2.03-2.12 (2H, m), 3.07 
(2H, m), 3.55 (2H, m), 4.27 (1H, m), 6.53 (1H, dd, J=8.5, 3.0), 6.74 (1H, d, J=3.0), 
6.81-6.87 (1H, m), 6.84 (1H, d, J=8.5), 6.96 (2H, d, J=8.0) 7.23-7.29 (2H, m). 

3 2 

N— [3 □□- 4 - (1 -7x~;Phf^'J v>-4 — Qk£±>0 7x~^3 7. 

2t^_7^jjkSMx^jk 

###13 lT#e>n7 v c3-7PP-4- (1 -7x-;i/tf^'J v>-4--r;u^ 
y) 7-U> (1. 6 9g) 5y^DD^^> (2 5ml) lc»#U Tk&T, 7 an 
XJpifrXJUBftX^P (1. 1 5g) O^DQ^> (5ml) »jftRtXt?U^> (0. 
5 0ml) fciTFLfcgk £fflT2NrM8l#Lfc. El£#K:«a«&fW- h U £A*»«[ 
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(»ffl»ME:BfKx^;p/'\4 1 it>=2/3) T*«f SdtlcfcO, «IBft;£ 
4&2. 2 3g (W8 8%) ^IfiiWtLTifc. 

l H NMR (400MHz, CDC1 3 ) <5 ppm : 1.34 (3H, t, J=7.0), 1.95-2.05 (2H, m), 
2.06-2.15 (2H, m), 3.17 (2H, m), 3.50 (2H, m), 3.92 (2H, s), 4.30 (2H, q, J=7.0), 
4.52 (1H, m), 6.86 (1H, t, J=7.5), 6.94-7.00 (2H, m), 6.97 (1H, d, J=9.0), 7.23 (1H, 
dd, J=9.0, 2.5), 7.25-7.30 (2H, m), 7.40 (1H, d, J=2.5). 

3 3 

N— [3-gPP-4- (1 -7x-ji/e^'Jv>-4— IjM^O 7x-;i/] - 
N- [3- (3 -yj; 7x.-)V) -2 - (E) -?D^-)l] 7 ^ )VWMtX 

m%M2rn*>ntc3- ( 3 - i/r ; 7 -2- (e) -t°o^>- 1 —t— 

)V (0. 4 1 gK &%M3 2Tl#e>ft£N- [3-^DD-4- (1 -7^~)V\i^ 
>Jy>-4--fM+y) 7i-M X;U7 r^-i )Wt9tX?)V (1. 1 6 g) Rtfh 
U 7x-;U4x7.7^ > (0. 8 7g) £v;7DD*^> (2 5ml) fc#*U *?&T. 
7Vv^j;U^>i?vX?;U (0. 5 2ml) £$TLfct£, ^MT 1 Bf P<S3^#Lfc. £ 

ixWy7nD/^>=l/i2) T¥fSrr££<h£J;D> HCtEfls^l . 4 5g 
(W9 5%) £&6&^E#:£LT4#*:o 

'H NMR (400MHz, CDC1 3 ) 6 ppm : 1.36 (3H, t, J=7.0), 1.95-2.05 (2H, m), 
2.06-2.16 (2H, m), 3.18 (2H, m), 3.49 (2H, m), 3.99 (2H, s), 4.31 (2H, q, J=7.0), 
4.47 (2H, d, J=6.0), 4.55 (1H, m), 6.23 (1H, dt, J=16.0, 6.0), 6.42 (1H, d, J=16.0), 
6.86 (1H, t, J=7.5), 6.93-6.99 (2H, m), 6.97 (1H, d, J=9.0), 7.24-7.30 (2H, m), 
7.33 (1H, dd, J=9.0, 2.5), 7.41 (1H, t, J=7.5), 7.49-7.58 (4H, m). 



3 4 
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> (1. OOg) SN, N-y^fWA75H (2 0ml) C»*U fc&T. 7* 
n^emWt^)l (0. 4 3ml) RtfRK^U^A (0. 8 1 g) £inS.fc&, WLX 

g OR* 9 OK) £if&«^«<hLT*#fc. 

'H NMR (400MHz, CDC1 3 ) 6 ppm : 1.93-2.04 (2H, m), 2.04-2.15 (2H, m), 2.59- 
2.69 (2H, m), 2.73-2.83 (2H, m), 3.29 (2H, s), 3.74 (3H, s), 4.62 (1H, m), 6.98 (1H, 
d, J=9.0), 8.13 (1H, dd, J=9.0, 2.5), 8.31 (1H, d, J=2.5). 

3 5 

3-^PD-4- (1 -£ Y^^f})Vt^)V^)V\i^)V>- 4— j)Vttis) 7 
X'J> 

###J3 4T#^nfc3-^OD-4- (1-* Y^ti)Vif^)V^)V\i^)i/> 
-4-1 )V**=s) -ho^>-£> (l. I6g) *ffiWt (30ml) fc**U 

T-r?m* (2. 0 9g) zmz. mm.r-mt&Lit. Rfem*zMLtz&. zm* 

= 2 5/1) -effifiT* «BB{fr&4&0. 7 9g (W7 5%) 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.87-1.95 (2H, m), 1.95-2.03 (2H, m), 2.43- 
2.53 (2H, m), 2.77-2.86 (2H, m), 3.25 (2H, s), 3.73 (3H, s), 4.17 (1H, m), 6.51 (1H, 
dd, J=8.5, 3.0), 6.73 (1H, d, J=3.0), 6.80 (1H, d, J=8.5). 
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##0»J3 5Ti#6nfc3-7DP-4- ( 1 - ^ b + ->*;toMf JV^U 

* 

-4-^;P^'» 7xU> (0. 7 9g) <^^^PD^^> (2 0ml) KitfllU 
tR&T. 7Dn7JU*xM^X^)l, (0. 3 7ml) 2fctXtfU^> (0. 4 3 ml) 

*»Tl&I. MT-lft8l#Ufc. e£«£«et»»u Mx^;u-c^tfc^> 

tx^;i/) THHKTSiltCJ:*), SMBfc^ftl. 0 6g (iR^89%) 
St<ii Ltffc. 

J H NMR (500MHz, CDC1 3 ) <5ppm : 1.34 (3H, t, J=7.0), 1.90-1.99 (2H, m), 
1.99-2.08 (2H, m), 2.53-2.62 (2H, m), 2.75-2.84 (2H, m), 3.27 (2H, s), 3.74 (3H, 
s), 3.91 (2H, s), 4.30 (2H, q, J=7.0), 4.41 (1H, m), 6.92 (1H, d, J=9.0), 7.20 (1H, 
dd, J=9.0, 2.5), 7.39 (1H, d, J=2.5). 

###y 3 7 

N- [3-?cm-4- (1 -*h*i'tJ)Vtf-)l*^)lE^Vi?>-4-'()V*3r 
-» ZxXJkj -N- [3- (3-'>77 7xx;i/) -2- (E) -^U^-)V] 7J1/ 

###)2T"#bft7c3- (3-yjy7x-;W -2- (E) -7°n^>- 1 
;M0. 39g), ###J3 6T#enfcN- [3-^no-4- (1 - ^ Y^-isjDV 

fc;i/^^h°^'j^>-4--r;u^-» 7xx;n Tji^r^ji/gtip:^,/!/ (1. 

06g) Sr»U7x-J^7^> (0. 74g) ^DD^^> (30ml) \Z 
®Mb, Tyy^J^^y'xf^ (0. 4 4ml) $ITim 

o&aj&ft : rax^) xmmz> ^ t\z& k> . gefc&« 1 . 7 0 g (»£»#» 
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N— [3-7PD-4- 
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'H NMR (500MHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J=7.0), 1.90-1.99 (2H, m), 
1.99-2.08 (2H, m), 2.54-2.63 (2H, m), 2.75-2.84 (2H, m), 3.27 (2H, s), 3.73 (3H, 
s), 3.98 (2H, s), 4.31 (2H, q, J=7.0), 4.45 (1H, m), 4.46 (2H, d, J=6.5), 6.22 (1H, dt, 
J=16.0, 6.5), 6.41 (1H, d, J=16.0), 6.92 (1H, d, J=9.0), 7.31 (1H, dd, J=9.0, 2.5), 
7.40 (1H, t, J=8.0), 7.44-7.58 (4H, m). 



3 8 

N- [4- (1 -7-fr^;Hf^'Jv>-4-- (JV£±j/) -3-^DP7x-JU] X 

##0U 0Tt#£ft£:4- (1 -7-fc3MUfc?^U^>-4-- OUttis) -3-?n 
D7-U> (6 5 0mg) *Wuu*$y (2 0ml) Tk&T, 
;|/*~;H£S?X3MU (0. 3 3ml) XtffcfUv> (0. 3 9ml) «TLfd£> ^ 

«IH^-&4Sj 7 7 3 m g («7 6%) LT^fe. 

'H NMR (400MHz, CDC1 3 ) dppm : 1.34 (3H, t, J=7.0), 1.82-1.98 (4H, m), 2.13 
(3H, s), 3.47 (1H, m), 3.63 (1H, m), 3.72 (1H, m), 3.84 (1H, m), 3.92 (2H, s), 4.30 
(2H, q, J=7.0), 4.60 (1H, m), 6.94 (1H, d, J=9.0), 7.23 (1H, dd, J=9.0, 2.5), 7.41 
(1H, d, J=2.5). 

##W 3 9 

N- [4- (1 -7-t3-)V\Zm5»-4-4)Vtt>') -3-^aa7i^] - 
N- [3- (3->7;7x-^) -2- (E) -y°n^~Jl] 7,)17 7=E^ JUfcMfeX 

2 t?# e n/t 3 - (3-y7;7x-;w -2 - (e) --fuo-i-^-- 

;U(3 2 3mg), ##0!I3 8Tm<btlfzN- [4- ( 1 ~7tt)V¥^) i?>- 4 - 
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-f;M-*-» -3-^DP7x-;H X^r^-OHf&X^ (7 7 3mg) Rtfh 
'J7HJ^7^> (5 8 1mg) *i?>7UU*5y (2 0ml) IZfeffiU 2KftT> 
7 l /y*JH>tyX^ (0. 3 4ml) 5:ilTbfci:, 

x^;K7)^~^x^;i//^^y-jp=9/i) rmm-r^ctiz^ #JBte£#i7 

3 3mg OK* 7 1%) £»»6&£JBBfc£LTl#fc. 

'H NMR (50OMHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J-7.0), 1.82-1.98 (4H, m), 2.12 
(3H, s), 3.48 (1H, m), 3.61 (1H, m), 3.70 (1H, m), 3.85 (1H, m), 3.99 (2H, s), 4.31 
(2H, q, J=7.0), 4.47 (2H, d, J=6.5), 4.63 (1H, m), 6.22 (1H, dt, J=16.0, 6.5), 6.42 
(1H, d, J=16.0), 6.94 (1H, d, J=9.0), 7.34 (1H, dd, J=9.0, 2.5), 7.41 (1H, t, J=8.0), 
7.48-7.58 (4H, m). 

###!] 4 0 

4- (i -tpvn^ ;utf^Ux>-4 — Qkj^vO -3-gpoxhD^>*g> 

##mT#<=»ft£3 -7DD-4- (fcWJv>-4 — -hD^>i£ 
y (5 0 0mg) £N, N-v^^;i/Tiih7 5 H (10ml) fc»#U 3)0$ T, y 
7>WtiJVK7& (7 9 0mg) ilTHftUWl/fci, '>7>»*«J^A (7 

9 0mg) £iD>L 4 0*C 4Nt^mii->^ (1. Om 

jRffift^»5 2 3mg (»8 8%) *&JtfiB#£UTftfc. 

>H NMR (400MHz, CDC1 3 ) <5ppm : 1.53-1.67 (2H, m), 1.86-2.00 (2H, m), 3.18- 
3.31 (2H, m), 3.51-3.64 (2H, m), 4.92 (1H, m), 7.49 (1H, d, J=9.0), 8.20 (1H, dd, 
J=9.0, 2.5), 8.33 (1H, d, J=2.5). 

###|4 1 

4- (1 -ti)Vn^ )\,\f.^)?jy-4-' £2k£±vO -3-^do7x'J> 

##fy4 0T#snfc4- (i-*;u;^<;nf^u^>-4— <;u**-» -3- 
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hn^>ii> (l. 2 5g) (3 0ml) K»#U ^TTtW* (2. 

4 7 g ) *jpa, muT-mwhtzo .Kfomz®Ltz'&. zmzm&Tmmv, 3 

V, mfflkGmo. 9 1g OK* 8 IX) £&«fi*i£JBB#£U-a§fc. 

'H NMR (500MHz, CDCl 3 )<5ppm : 1.80-1.96 (4H, m), 3.30-3.40 (2H, m), 3.62- 
3.72 (2H, m), 4.33 (1H, m), 6.52 (1H, dd, J=8.5, 3.0), 6.74 (1H, d, J=3.0), 6.81 
(1H, d, J=8.5). 

##0!| 4 2 

N— [4- (1 -tDVrt^ *J>-4-<i)),ttz/) - 3 -^DD7i^] 

##094 n?^snfc4- (i -*;uA't-r;nf^u v>-4--r;u^v) -3- 

^DD7-U> (9 0 7mg) (2 0ml) fc»*L, *&T> 

nXJ^-Jl'iixfjl/ (0. 4 5ml) RtfSM VT'd fcf;UX3MU7S > (0. 88 
ml) ^ITLfct, MT-!f68t^Lfc^ ^ddxMz«i^ (0. 0 5 
ml) £Jq*, *6»C*«T2l*M*»bfc. E*ttS»ETW*L&fk RixfjP 

tti&ft: y^DD/^>//^/-Jl/=3 0/l~2 0/l) Ttt«1"<5 
SIf2tt£$l 8 0 9 m g (iR$5 7%) £^fi«B£JBH#£UTl§fc. 

*H NMR (400MHz, CDCl 3 ) (5ppm : 1.34 (3H, t, J=7.0), 1.83-1.99 (4H, m), 3.47 
(2H, m), 3.61 (2H, m), 3.92 (2H, s), 4.30 (2H, q, J=7.0), 4.58 (1H, m), 6.94 (1H, d, 
J=9.0), 7.23 (1H, dd, J=9.0, 2.5), 7.41 (1H, d, J=2.5). 

###! 4 3 

N- [4- (1 -^;i/A'^j|/bf^'J> ? >-4— OVtt's) - 3 -£aP7xX;U] 
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-N- [3- (3-y7;7x^) -2- (E) -Zfu^~)V] 7.)V7 

#5t^2T#e>nfe3- (3-y7;7xr;|/) -2- (E) -Zfu^y-l-^- 

)V (3 2 2mg)> #%0il4 2T#<E>n£N- [4- ( i -#;i//\ ,: E-f ;i/tr^u v>- 

4-4 M^s) -3-^DD7z-JH TJI^t^E-OH^X^JU (8 0 9mg) R 
HJ^xxjUafcx?^ > (610mg) £v£cm^> (20ml) fcJgF#U * 
JfrT. T*Si?%)l'tf>Wtz?3L5-)\, (0. 3 6ml) £iR~FUfc«, M-C-0&J*#b&. 

gt®x^;U/j**/-JW=l 0/1) tiin^tCJ;^ 1 0 1 5mg 

(M9 4%) £&ltfeSS^B&£LT#7c. 

'H NMR (500MHz, CDC1 3 ) (5ppm : 1.36 (3H, t, J=7.0), 1.84-1.99 (4H, m), 3.48 
(2H, m), 3.59 (2H, m), 3.99 (2H, s), 4.31 (2H, q, J=7.0), 4.47 (2H, d, J=6.5), 4.62 
(1H, m), 6.22 (1H, dt, J=16.0, 6.5), 6.41 (1H, d, J=16.0), 6.94 (1H, d, J=9.0), 7.33 
(1H, dd, J=9.0, 2.5), 7.41 (1H, t, J=8.0), 7.49-7.57 (4H, m). 

##09 4 4 

3-/7PP-4- (i -/^>7.;u^-;uif^u> ; >-4--f - hn^> 
##fJ81?#f.nfc3-^PP-4- (t:^u> J >-4--f;u^-+'» - ho^>-tf 

> (i. oog) ^v7dd^^> (20mi) fc.«u tK^t, **>x;p*x;p 

^O'JH (0. 3 3ml) R£*>UX3MU75> (1. 09ml) £jQAfc&, 

^i2^#)0. 9 6g (W7 3%) zm&mfeMmfatLTmrzo 

J H NMR (500MHz, CDCl 3 ) <5ppm : 2.06-2.14 (4H, m), 2.84 (3H, s), 3.29 (2H, m), 
3.55 (2H, m), 4.82 (1H, m), 7.00 (1H, d, J=9.0), 8.16 (1H, dd, J=9.0, 2.5), 8.33 
(1H, d, J=2.5). 
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###| 4 5 

3-#gp-4- (i -^^>7>;^-;ubr^'J^>-4--f;i/^^) y~u> 
##0!I4 4T#€>n£3 -?an-4- ( l >;ub*xjnf *u v>- 4 — f 

Jl/^v) -hP^>if> (9 5 5mg) &flHft (3 0ml) MJSIU ^T-TT^ 
* (1 6 9 0mg) £iP;i. MT-Bfcjt#L/c. KJ»£3iiU£&> 5t^iET 

£D> <HiBte£^ 7 3 7 m g (W85%) £$l&&!j£7Ba#£LT#£. 

J H NMR (500MHz, CDC1 3 ) (5ppm : 1.92-2.08 (4H, m), 2.81 (3H, s), 3.33-3.45 
(4H, m), 4.38 (1H, m), 6.54 (1H, dd, J=8.5, 3.0), 6.74 (1H, d, J=3.0), 6.80 (1H, d, 
J=8.5). 

###J 4 6 

N- [3-^dd-4- (l -^^>x;i/^-;utf^u> ? >-4— L!k±±k) 

###|4 5Tf#£ftfc3-^PP-4- (1 -^^>7>;^-;Hf^iJ> ? >-4— T 
7-U> (7 3 7mg) S^DD^> (2 0ml) l;g«U TkfrT, 
^PPTJU^XJU^x^l/ (0. 33ml) (0. 3 9ml) £fjTFL 

«te»Att*T?Ji5fcft* WttJl AT&i£ Lfz. 

SfX5 L ;l//^^1^>=3/ / 2) T?ffi«T*::£fcJ:'h «ffift^ft8 0 5mg (W7 
3%) £tlftfc£#B#£LT»fc. 

'H NMR (400MHz, CDC1 3 ) (5ppm : 1.26 (3H, t, J=7.0), 1.96-2.10 (4H, m), 2.82 
(3H, s), 3.31 (2H, m), 3.47 (2H, m), 3.92 (2H, s), 4.30 (2H, q, J=7.0), 4.62 (1H, m), 
6.93 (1H, d, J=9.0), 7.23 (1H, dd, J=9.0, 2.5), 7.42 (1H, d, J=2.5). 



WO 02/081448 



248 



PCT/JP02/03355 



##0U 4 7 

N- [4- ( 1 - ^/tt-f Jl/ bX ij y > - 4 - < y) - 3 -^DD7xZJ|/] 

-N- [3- (3->7;7i^) -2- (E) -y'nK~M X)l7 )m& 

##0ll2Tt#£*lfe3 - (3-y7;7i-^) -2- (E) -^0^>-l-^- 
^ (2 9 6mg). ###J4 6T#£*l£N- [3-^DD-4- (1-;<^>;UI/* 
-^^'Jy>-4-fM+v) 7xZJH XJl/7 7 ; E^iHftXfil' (8 0 5mg) 
R[»'J7xZMX7^> (5 6 0mg) ^v^7DD^^> (2 0ml) fc»*PU 
TkftT, 7W'b)\s$>WJX. ! 7-fr (0. 3 3ml) &fln r Lfc&. MT5U*Mat# 
Lfeo K^^iETIitfct. lg$y'J»iJ7A^DVh^7^- <»fcti 
iI:y^PD/^>/III^=2O/l~10/l) TMlSf-T & C t \Z «t 0 , « 
f2<b'&#J 8 3 5 m g 9%) **tfi**£j*B#£LT*£. 

l H NMR (400MHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J=7.0), 1.96-2.09 (4H, m), 2.82 
(3H, s), 3.30 (2H, m), 3.48 (2H, m), 3.99 (2H, s), 4.31 (2H, q, J=7.0), 4.47 (2H, d, 
J=6.5), 4.65 (1H, m), 6.22 (1H, dt, J=16.0, 6.5), 6.42 (1H, d, J=16.0), 6.94 (1H, d, 
J=9.0), 7.35 (1H, dd, J=9.0, 2.5), 7.41 (1H, t, J=7.5), 7.50-7.55 (2H, m), 7.56 (1H, 
s), 7.56 (1H, d, J=2.5). 

4 8 

3-^DP-4- [1- tf^'J v>-4— jJ^^A - h D^> 

###J 8 Ti# btlfc 3 - £ □ □ - 4 - (tf^'J> ? >-4-<;^4 1 v') - ha^>if 
> (3. OOg) £fc?U5» (3 0ml) KzSJBL, ^jfiT2 -^D^Etf U 5» (1. 
2 5ml) £iO;L£^> 150ttl 6P$Mil#Lfc. R««^ISl?!WIl/&ft. 
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0%) ^«ilTHfc, 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.93-2.06 (2H, m), 2.06-2.17 (2H, ra), 3.60- 
3.72 (2H, m), 3.79-3.90 (2H, m), 4.79 (1H, m), 6.64 (1H, dd, J=7.0, 5.0), 6.71 (1H, 
d, J=8.5), 7.04 (1H, d, J=9.0), 7.50 (1H, m), 8.16 (1H, dd, J=9.0, 3.0), 8.20 (1H, 
dd, J=5.0, 2.0), 8.32 (1H, d, J=3.0). 

###J 4 9 

3 -/ 7Da -4_ [x - (2-fcf'J^;i/) ^'jy>-4HM=^'>] 7-U> 

##0y4 8T#e>nfc3 -^pp-4- [l- (2-tru->*;i/) h?*u$»-4--r 

-ha^>if> (7 9 6mg) SDH* (4 0ml) fc»#U ^ST-fT'lfr 
* (1 4 2 0mg) £3)D*.> MT-Bfc8t#Lfc. S/fc^^iiLfc^ 3&£MEET 

£D> ^IBft-^tJ 6 8 0 m g (IR$9 4%) £«!££«^S?<h LTt#£, 

'H NMR (400MHz, CDC1 3 ) dppm : 1.83-1.95 (2H, m), 1.97-2.07 (2H, m), 3.41 
(2H, m), 3.95 (2H, m), 4.34 (1H, m), 6.53 (1H, dd, J=8.5, 3.0), 6.59 (1H, dd, J=7.0, 
5.5), 6.69 (1H, d, J=8.5), 6.74 (1H, d, J=3.0), 6.85 (1H, d, J=8.5), 7.47 (1H, m), 
8.19 (1H, m). 

###1 5 0 

N — [3 -gdD-4- [1- (2-b°'JyJI/) fc^US?>-4— - Olttis] 7i 

###J4 9Tf#&nfc3 -£nn-4 - [1- (2-t!Uv;U) WJy>-4-^f 
;i/**'>] 7-U> (6 8 0mg) §^DD^^> (2 0ml) fcJgflPU TkftT. 
/7PDX;U4nX;H^^X^;1/ (0. 3 2 ml) Mt:Uv> (0. 36ml) SjfiTU 
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x^/^+it>= 1/1) T?»iS!"r*CtK:«kO» ^IB{fc^8 5 8mg OR* 8 
5%) £jft*fi*£#B#£LT»fc. 

»H NMR (400MHz, CDC1 3 ) <5ppm : 1.34 (3H, t, J=7.0), 1.88-1.98 (2H, m), 
1.98-2.08 (2H, m), 3.56 (2H, m), 3.86 (2H, m), 3.92 (2H, s), 4.30 (2H, q, J=7.0), 
4.58 (1H, m), 6.61 (1H, m), 6.70 (1H, d, J=8.5), 6.97 (1H, d, J=9.0), 7.23 (1H, dd, 
J=9.0, 2.5), 7.40 (1H, d, J=2.5), 7.48 (1H, m), 8.19 (1H, m). 

###J 5 1 

N- [3-gdP-4 - [1- tf^'J i?>-4-' Plttis] 7i 

-JU] -N- [3- (3-y7;7i^) - 2- (E) -7 a*.-)],] ^7jt-f 

m%M2T°mz>nrz3- (3-v7;7i^) - 2- (e) i-*-- 

;U (3 1 6mg), ###J5 0T-#£>nfcN- [3-^DD-4- [1- (2-fcfUv 
hf^Uv>-4— TJl/^v] 7x'JW ^)l7y^)imWt^)l (8 5 8mg) 
S^hU7i^n7^> (5 9 0mg).^DD/^> (2 0ml) 
»T> 7yy*M>i^i^ (0. 3 5ml) &»Tbfc«. £&T-M#L 

*g: ^od^^>/»^=1 0/1) TUtll-rs^tlCkO, «f2{t£«Ul 
OOmg (JRSJS9 8K) £fcfi££JB@#£LTf§fc. 

*H NMR (500MHz, CDC1 3 ) (5ppm : 1.36 (3H, t, J=7.0), 1.88-1.98 (2H, m), 
1.98-2.08 (2H, m), 3.57 (2H, m), 3.84 (2H, m), 4.00 (2H, s), 4.31 (2H, q, J=7.0), 
4.47 (2H, d, J=6.5), 4.61 (1H, m), 6.23 (1H, dt, J=16.0, 6.5), 6.42 (1H, d, J=16.0), 
6.61 (1H, dd, J=7.0, 5.0), 6.69 (1H, d, J=8.5), 6.97 (1H, d, J=9.0), 7.33 (1H, dd, 
J=9.0, 2.5), 7.41 (1H, t, J=8.0), 7.48 (1H, m), 7.50-7.58 (4H, m), 8.19 (1H, m). 

###1 5 2 

3 -gpp-4- [1- ( 3 - tf U bT^U^>-4--i , ;i/^v] ~hp^> 



WO 02/081448 PCT/JP02/03355 

251 

> (2. 72g), 3-Zfa^XW> (2. Olg), 2 - (v- t -T^l^Ts?^ 
y) tf7x-;U (0. 32g), h'JX (v^>vUx>7-feh» v/l^v^A (0. 
4 9g)> Rtft -7 h^v^hU^A (1. 2 2g) £ h;l/X> (3 0ml) (Cffiffl 

^8£vU#W#^A;70Th^7^- : v7 uu*$y/*? 

= 9/1) TffiK-r*^tK:«tO, «B<fc^»l. 56g («$44%) SStfiBflci: 

*H NMR (400MHz, CDC1 3 ) (5 ppm : 2.03-2.22 (4H, m), 3.31 (2H, m), 3.49 (2H, m), 
4.77 (1H, m), 7.03 (1H, d, J=9.0), 7.18 (1H, dd, J=8.5, 4.5), 7.24 (1H, m), 8.12 
(1H, dd, J=4.5, 1.5), 8.16 (1H, dd, J=9.0, 3.0), 8.32 (1H, d, J=3.0), 8.36 (1H, d, 
J=3.0). 

###J 5 3 

3-^pd-4 - [1- (3-e'J>W) bT^U^>-4-<JI/^v-] 7-'J> 
##01)5 2T#e>nfc3-7PD-4- [1- (3-t°Uv;i/) tf^Uv>-4--f 
~hD^>-tf> (1. 5 4g) (3 0ml) C»A?U £fflTT1"t& 

5fc (2. 7 4g) £JDA, rafiT?l8IBffli£Ufc. 5«*«ET 

= 9/1) T«Sl-r£c:£fc:«kO, «Bft;£*l. 39g («9 9%) 

l H NMR (400MHz, CDC1 3 ) 6 ppm : 1.92-2.11 (4H, m), 3.14 (2H, m), 3.56 (2H, m), 
4.31 (1H, m), 6.53 (1H, dd, J=9.0, 2.0), 6.74 (1H, d, J=2.0), 6.84 (1H, d, J=9.0), 
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7.16 (1H, dd, J=8.5, 4.5), 7.21 (1H, m), 8.08 (1H, d, J=4.5), 8.34 (1H, d, J=2.5). 
5 4 

N- [3-7PP-4- [1- (3-fcT'JvW) tf^U^>-4-> f;U^->] 7i 

###15 3Tf§e>*lfc3-?DD-4- [1- (3-e'JyJW tT^U f^>— 4 — f 
7-'J> (1. 3 8g) £v7PP*;*> (2 0ml) fc»#U *?£T> 
^DO^^^ZJl/igl^l/ (0. 9 3g) ©5>#DD;t*> (5ml) jMRWJ 
v> (0. 3 7ml) MT?2l$|igj*#Lfc. RJS?R*»EET«iKfLfc 

-)V=9/l) nmMtZZtlZj:*)* mHt&Vll. 6 1g (JR^7 8%) 

! H NMR (400MHz, CDC1 3 ) (5 ppm : 1.33 (3H, t, J=7.0), 1.97-2.15 (4H, m), 3.24 
(2H, m), 3.51 (2H, m), 3.93 (2H, s), 4.29 (2H, q, J=7.0), 4.56 (1H, m), 6.97 (1H, d, 
J=9.0), 7.18 (1H, dd, J=8.5, 4.0), 7.21-7.28 (2H, m), 7.42 (1H, d, J=2.5), 8.10 (1H, 
d, J=4.0), 8.35 (lH,s). 

&%m 5 5 

N— [3-?PP-4- [1- (3-tfUv;U) hf^'Jx>-4--f;U^v] 7i 
— N— [3- (3-y7y7i"M -2- (E) -7°U^-)l] X)VPt^ 

###l2Tl#£ftfc3- (3-y7y 7x-;W) -2- (E) -^y-l-t- 
;i/ (2 94mg)> ###15 4T#£ft£:N- [3-£PP-4- [1- (3-tTUv 
)V) tf^'J v>-4— r;U^>-] 7i^] 7JU7 7^-fM^X3^ (8 4 0mg) 
Rtf MJ7x-jU3fc77^ > (6 3 Omg) ^/7DD^^> (2 0ml) CJ8#U 
tK#T> TTv^tf^^xef^ (0. 3 8ml) £?TFU7c&> 

ftg: v7PP^^>/^^/-;U=9 7/3) TiftSTrS^^D. SiEfc^fo 2 0 
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6 0mg (JR*£fi») &n&MfemmtetLTm£o 

l H NMR (400MHz, CDCl 3 )0ppm : 1.36 (3H, t, J=7.0), 1.97-2.16 (4H, m), 3.25 
(2H, m), 3.49 (2H, m), 4.00 (2H, s), 4.31 (2H, q, J=7.0), 4.47 (2H, d, J=6.5), 4.60 
(1H, m), 6.23 (1H, dt, J=16.0, 6.5), 6.42 (1H, d, J=16.0), 6.97 (1H, d, J=9.0), 7.34 
(1H, dd, J=9.0, 2.5), 7.41 (1H, t, J=8.0), 7.44-7.71 (6H, m), 8. 10 (1H, m), 8.35 (1H, 
m). 

###J 5 6 

8 Ti# £> n£ 3 -if an- 4- ( fcM U v > - 4 - -f frtt v) n hO^>if 
> (3. OOg) £N, N-y/fMM75 K (30ml) fcfcW&U MT4- 
?ntt!'J^> (2. 5 0g) &tfN-*3Ml^;U*U > (5. 14ml) £JnAfc&. 

1 5 0tn?7l#MJt#Lfc. R««t*MS-C?&aiL/^, BWfcX^TWRU tfrfD 

3 o/i-io/i) tsstsctfciD, ane^Mi. 

2 7 g (W3 3 %) ft«JtfiilBt»HflctUT#fc. 

*H NMR (500MHz, CDC1 3 ) Sppm : 1.98-2.14 (4H, m), 3.46-3.55 (2H, m), 3.58- 
3.67 (2H, m), 4.83 (1H, m), 6.72 (2H, d, J=6.5), 7.03 (1H, d, J=9.0), 8.16 (1H, dd, 
J=9.0, 3.0), 8.28 (2H, d, J=6.5), 8.32 (1H, d, J=3.0). 

5 7 

3-/ 7aa _4- [2_ (4-tf'J^;U) ^Uy>-4~<^y] 7-U> 
##M5 6T#e>nfc3 -^DD-4- [1- (4-tTUv^) kf^'Jv>-4— r 
;i/^-+->] -ha^>if> (1. 2 6g) (50ml) fc$g#U ^STf?^ 

* (2. 2 4g) £Jp*. WT'-ft|j$Lf:, E/ft$£3)&UH£, 5«*»JET» 
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□ 7h^77^- (i£fcBi&l£ : /-JU= 1 0/l~l/l) T« 

IWS£fcfc<fcD, *IBte£«0. 8 5g (iR*7 4X) ££St6B#£LTfcfc. 

'H NMR (500MHz, CDC1 3 ) 6 ppm : 1.85-2.05 (4H, m), 3.30-3.38 (2H, m), 3.65- 

3.73 (2H, m), 4.37 (1H, m), 6.54 (1H, dd, J=8.5, 3.0), 6.69 (2H, dd, J=5.0, 1.5), 

6.74 (1H, d, J=3.0), 6.83 (1H, d, J=8.5), 8.25 (2H, dd, J=5.0, 1.5). 

#%#'J 5 8 

N- [3 -^DD-4- [1- (4-kT'Jv;U) \Z1VzS>- 4-4)1**5'] 7i 

7^)17 7^4 2kBfe±2k 

##015 7T#^>nfc3-^DO-4- [1- ( 4 - hf U vJU) tMU v>- 4 — f 
;U^v] 7-U> (8 5 4mg) S^DD^> (2 0ml) £i$#U tK/^T. 

(0. 4 0ml) RWJi» (0. 45ml) £fiTFL 

Lfcft, BtlW2lHlj4tbL/> fflM^ta?P^7K^hU^A7jc«T»bfc e 
W««&M7Mfil6-7^'>^A7?l£«L, »ET»J*£B*Lfc«. 8Jt*->U*^ 

T?«f»!*r<5 ^IB^tl 8 8 8 m g (W7 0%) §tfit£»S*i: bt 

*H NMR (500MHz, CDC1 3 ) 6 ppm : 1.33 (3H, t, J=7.0), 1.94-2.07 (4H, m), 3.47 
(2H, m), 3.65 (2H, m), 3.93 (2H, s), 4.29 (2H, q, J=7.0), 4.63 (1H, m), 6.72 (2H, dd, 
J=5.0, 1.5), 6.96 (1H, d, J=9.0), 7.25 (1H, dd, J=9.0, 2.5), 7.43 (1H, d, J=2.5), 
8.26 (2H, dd, J=5.0, 1.5). 

##0*J 5 9 

N - [3-^PP-4- [1- ( 4 - £ 'J v?;U) fcf^'J v>-4--Qkt^'>] 7i 
-)V\ -N- [3- (3-y7/7x-JI/) -2- (E) M ^77^ < 
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###J2T#5nfc3- (3-->7/ 7x-;W -2 - (E) -r/D'O- 1 
(3 2 7mg), ##005 8T#ett£N- [3-^DD-4- [1- (4-fcTUS? 
;W lf^'jy>-4-'f^*'>] 7x-;U] X^7 7 : E'f«IfJl/ (8 8 7mg) 
0h 'j7irMX7^ > (6 2 Omg) ^yi/DD^> (2 Om 1 ) fcjgflf U 
*&T« 77y*^>t^ifJl^ (0. 3 6ml) £j[»TLfc&, SfaT-«HW^L 

i:y^Da^^>/^^/-Jl/=2 0/l~10/l) tHifS^tUckO, 83E 
{fc£$>6 3 7mg (JR*5 5%) &&£&£f£@#<i: LT#fc. 

*H NMR (500MHz, CDC1 3 ) (Sppm : 1.36 (3H, t, J=7.0), 1.97-2.07 (4H, m), 3.45 
(2H, m), 3.62 (2H, m), 4.00 (2H, s), 4.31 (2H, q, J=7.0), 4.47 (2H, d, J=6.0), 4.65 
(1H, m), 6.22 (1H, dt, J=16.0, 6.0), 6.42 (1H, d, J=16.0), 6.70 (2H, d, J=6.5), 6.96 
(1H, d, J=9.0), 7.34 (1H, dd, J=9.0, 2.5), 7.41 (1H, t, J=7.5), 7.53 (2H, m), 7.56 
(1H, s), 7.56 (1H, d, J=2.5), 8.27 (2H, d, J=6.5). 

#%#| 6 0 

■ 

3-jypp-4- [1- ( 2 - bf U ^ S>JU) ^Uy>-4--fM^y] "hD^ 

#%^J8T#e.nfc3-^7DD-4- (e^U^>-4 — fJl/^-» ~hP^>if 
> (2. 5 Og) SrX^y-jP (3 Oml) fc»fi?U iST2-^DPhJU5v> (1. 

i2g) %to%-ft®.. 3 ovx'8mmmnvrc„ R^m^u^x^mLtzm. mtav 

fc*Sa£33W* Z.£\Z&K). «!Bffc£4&Rtf 2 - * D □ b? 'J 5 v>>Ofl-&«ftfffc. 
:ni:y^no^^>*M, Wi^^ilfci, 5«*«£ET»<IT5J:<»:C«fcO, 
«B2^^«J 1 . 2 9 g (» 3 9%) «!f £@#<h LT#fc. 

'H NMR (500MHz, CDC1 3 ) (5ppm : 1.90-2.00 (2H, m), 2.00-2.10 (2H, m), 3.92- 
4.00 (2H, m), 4.00-4.08 (2H, m), 4.82 (1H, m), 6.51 (1H, t, J=5.0), 7.04 (1H, d, 
J=9.0), 8.16 (1H, dd, J=9.0, 3.0), 8.32 (1H, d, J=3.0), 8.33 (2H, d, J=5.0). 



%#!)6 1 
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aP-4- [1- bf^'J v>-4--f Jl/^->] 7X'J> 

#^#] 6 0 T#bftfc 3 - ? □ n - 4 - [l- (2-ei)5SW ^'Jy>-4- 
4 )]s** 9 s1 -hD^>if> (1. 2 9g) £gftg (40ml) MTT-f 
|»* (2. 2 8g) SrUP*-. Ifit-WLf;, E£«&5iBL&&, 5**«ET 

X^/^^1f>=2/l)TM^-r^^«i:CctO>M'ft:-&^l. 0 1 g (»8 6%) 

'H NMR (500MHz, CDCl 3 )<5ppm : 1.80-1.90 (2H, m), 1.92-2.02 (2H, m), 3.67 
(2H, m), 4.20 (2H, m), 4.37 (1H, m), 6.46 (1H, t, J=4.5), 6.53 (1H, dd, J=8.5, 3.0), 
6.74 (1H, d, J=3.0), 6.85 (1H, d, J=8.5), 8.30 (2H, d, J=4.5). 

###J 6 2 

N- [3-^PP-4- [1- (2-tf'JSvJl/) tf^'J-^>-4 --f 7 

##^!16 lT#e>nfc3 -7DP-4- [1- ( 2 - if 'J = i?)V) fcWJ$»-4- 
-f 7X'J> (1. 0 1 g) Jy^DD^^> (30ml) £Jg#U 2K#T. 

ZunxM-frmWt^T-fr (0. 4 7ml) RWJy> (0. 53ml) £fTFL 

^ffl-eira»b^ 0 sj55«*«jBET«iBL. mmzmiBm*mi- h u y a 

OYh^- (gtHiil : A+lt >/Silf 2 / 1 - 1 / 1 ) -emSfrZZ. 
klZ&Q, m&ft&tol. 2 9g («$8 5%) ^»6SRS^H#^LT^fc. 

! H NMR (500MHz, CDC1 3 ) <5ppm : 1.34 (3H, t, J=7.0), 1.85-1.95 (2H, m), 
1.95-2.05 (2H, m), 3.85 (2H, m), 3.93 (2H, s), 4.09 (2H, m), 4.30 (2H, q, J=7.0), 
4.61 (1H, m), 6.48 (1H, t, J=4.5), 6.98 (1H, d, J=9.0), 7.23 (1H, dd, J=9.0, 2.5), 
7.41 (1H, d, J=2.5), 8.32 (2H, d, J=4.5). 
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###)J 6 3 

N— [3-^PD-4- [1- ( 2 - bf U 5 ^jP) fcf^'J $^>— 4 — fjkjjrjd 7 
— N- [3- (3->7/7x-J|/) -2- (E) -^P^XJH JUl^r* 

###J 2 T*# t> ft£ 3 - (3 ->7; 7i-JW - 2- (E) -l/P'O- 1 
)V (0. 4 7g), ###]6 2Tf#btlfcN- [3-^7PP-4- [1- (2-tf'J^ 
5W) hf^'J v>-4--f;U^^v] 7x-JH 7>;i/7 7t-f«I^ (1. 2 9 
g) ^h l J7x^X70 (0. 8 9g) £>^PP;^> (30ml) \Z®M 
U 3K?&T, 7V?jJ)Vtf>W£5>X.?')V (0. 5 2ml) SiRTL&fk ^MT-lifcif 
j^Lfco S^I^iffTIilfct, »y'JAWW7A^07h^77^- (Jg 
: v^PP^^>/^X5 L ;i/=9/l) T?«f«-r*H£K:J:?K *!2fc£* 1 . 
5 9g (K$9 4%) £*SfiSt:£JB0#£UTfl&. 

'H NMR (500MHz, CDC1 3 ) 6 ppm : 1.36 (3H, t, J=7.0), 1.85-1.95 (2H, m), 
1.95-2.05 (2H, m), 3.87 (2H, m), 4.00 (2H, s), 4.06 (2H, m), 4.31 (2H, q, J=7.0), 

4.47 (2H, d, J=6.5), 4.64 (1H, m), 6.23 (1H, dt, J=16.0, 6.5), 6.43 (1H, d, J=16.0), 

6.48 (1H, t, J=4.5), 6.98 (1H, d,. J=9.0), 7.34 (1H, dd, J=9.0, 2.5), 7.41 (1H, t, 
J=8.0), 7.50-7.55 (2H, m), 7.55 (1H, d, J=2.5), 7.57 (1H, s), 8.31 (2H, d, J=4.5). 

6 4 

3-^PP-4 - [1- (3 -bf'J>UM5MU) tf^'J v>-4--r;i/^'>] _h 
P^>-fcf> 

#%^J8T*t#bnfe3 -^PP-4- (tf^'J i?>-4-4M*i/) X hP^>1z 
> (1. OOg) £N, N-y^fM^A7$K (20ml) Cigl, £iIT3- 

(7*Dt^f;w tfj v> juk*stt& (i. osg) Rzf&m*vo& u. os 
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mmm : wnu**>/*$ j-)v=2 5/1) T°mmtz>z.t\z&io, mats® 

0. 9 8 g (mm 7 2%) %n&tomfoJttlsTft1t. 

'H NMR (500MHz, CDCl 3 )<5ppm : 1.88-1.98 (2H, m), 1.98-2.08 (2H, m), 2.39- 
2.49 (2H, m), 2.65-2.75 (2H, m), 3.56 (2H, s), 4.60 (1H, m), 6.97 (1H, d, J=9.0), 
7.27 (1H, dd, J=8.0, 5.0), 7.68 (1H, d, J=8.0), 8. 12 (1H, dd, J=9.0, 3.0), 8.30 (1H, 
d, J=3.0), 8.52 (1H, dd, J=5.0, 1.5), 8.56 (1H, d, J=1.5). 

###1 6 5 

3-/7PP-4- [x_ ( 3 - t: 'J 5^1/) \Z^) s J>-4-4)V-**f-z/1 7— 

#%0»J6 4T#£>tl/c3-^DD-4- [1- ( 3 - tT U i?)V* fcWJv>- 
4— t)Vtt*s] - hD^>tf> (9 8 0mg) %mwt (5 0ml) \zmffiV. 
-TTI»* (1 6 7 0mg) fcflnA, RHftT?— Wfeflt*^ Ufc. MBBLa 

fee ttJBET»«ESe3c L Sift * -> U * 7 A ^ a t h ^ 7 7 -f - (»ffl»j» : 
^DD^^>/^^y-JI/=l 0/1-5/1) TMSTf 6-<i:£J;i9> mZik&® 

8 7 4mg («$9 8%) Sj^fitt^StbTftfc. 

'H NMR (500MHz, CDC1 3 ) fippm : 1.80-1.90 (2H, m), 1.90-2.00 (2H, m), 2.32 
(2H, m), 2.76 (2H, m), 3.55 (2H, s), 4.16 (1H, m), 6.51 (1H, dd, J=8.5, 3.0), 6.72 
(1H, d, J=3.0), 6.80 (1H, d, J=8.5), 7.27 (1H, m), 7.70 (1H, d, J=7.5), 8.51 (1H, d, 
J=6.5), 8.55 (1H, s). 

###J 6 6 

N- [3-?PD-4 - fl- bf^'J 2>zii^Jk£±k3 

###J6 5T'#^>tlfc3-^DP-4- [1- (S-tTU^^^W tMU5»- 
4— f;M**->] 7-U> (8 7 4mg) ^dd^> (2 0ml) tilil, ft 
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ftT, ZaaZJV'fo-JlWiMX.J-Jl (0. 3 9 ml) mSMWy (0. 4 4ml) £ 

7A^aTh^77Y- (JSfcHBIJI : x#pp**>/**/-JI/=2 0/1-1 0/ 
1) ££fc<I:B. *IEfl:^«7 7 0mg (»6 0%) £^6&S»@#<i: 

] H NMR (500MHz, CDC1 3 ) <5ppm : 1.33 (3H, t, J=7.0), 1.84-1.93 (2H, m), 
1.93-2.02 (2H, m), 2.38 (2H, m), 2.72 (2H, m), 3.55 (2H, s), 3.91 (2H, s), 4.29 (2H, 
q, J=7.0), 4.39 (1H, m), 6.92 (1H, d, J=9.0), 7.20 (1H, dd, J=9.0, 2.5), 7.27 (1H, 
m), 7.39 (1H, d, J=2.5), 7.69 (1H, d, J=7.5), 8.51 (1H, d, J=3.5), 8.56 (1H, s). 

6 7 

N- [3-^dd-4- [1- (3 -If' J 2lk*±M ^'Jy>-4-<Mt->] 
7xTJU3 — N— [3- (3-y>7/73L-)V) -2- (E) -7uK~)V] TJ^lZZ 

##0iJ2T?#£*lfc3- (3-v7/7x~;U) -2- (E) -7°P^>- 1 
;U (2 7 5mgh ###)6 6Tt#6*l£N- [3 -7PP- 4 - [1- (3-f'Jy 
JM^W tf^Uv>-4—f;i/^^] 7i-JH TJl^T'^'fv'Ht&X^MI, (7 7 
Omg) Rtfh»J7xX )V-fc7,7>( > (5 2 Omg) ^ao^> (2 0ml) .fc 
JSAPU t?pT, 7yy*M>tylf^ (0. 3 0ml) £»TUfc&. £fiT- 

(»aj»«E: Bt»x3\M,/**/--JU=l 0/1-5/1) T*fITt&;L£{CJ:D> 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J=7.0), 1.84-1.93 (2H, m), 
1.93-2.02 (2H, m), 2.38 (2H, m), 2.70 (2H, m), 3.54 (2H, s), 3.98 (2H, s), 4.31 (2H, 
q, J=7.0), 4.42 (1H, m), 4.46 (2H, d, J=6.5), 6.22 (1H, dt, J=16.0, 6.5), 6.41 (1H, 
d, J=16.0), 6.92 (1H, d, J=9.0), 7.26 (1H, dd, J=7.5, 5.0), 7.30 (1H, dd, J=9.0, 



WO 02/081448 PCT/JP02/03355 

260 

2.5), 7.40 (1H, t, J=7.5), 7.48-7.54 (3H, m), 7.55 (1H, s), 7.68 (1H, d, J=7.5), 8.51 
(1H, dd, J=5.0, 1.5), 8.55 (1H, d, J=1.5). 

6 8 

##0!l3T?#e>n&4- (1 - t -7>*v#;u#x;ut°^U:>*>-4-<JUxi-* 

KD^>if> (2. 40g) (50ml) fcfctf&U ^ST 

Mffift* (5. 6 0g) *4lHlfc^WTtD^ IWC2i*M«#Lfc. £&7&£;5i&b 

^^-y->/«X5 i ;i/=l/l) TttlTfSZtlCiD. SWHfbStol. 9 9g (JR* 
8 7%) 516»lilT#fc. 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.47 (9H, s), 1.77 (2H, m), 1.87 (2H, m), 3.31 
(2H, m), 3.72 (2H, m), 4.26 (1H, m), 6.52 (1H, dd, J=9.0, 3.0), 6.73 (1H, d, J=3.0), 
6.80 (1H, d, J=9.0). 

###| 6 9 

n — [4- ( i - t -7>=E^;ft^#-;utf^'j v>-4— fjk±±>0 

###16 8t?#Wc4- (i - 1 -^N^->*;i/jfN-;nf^Uv>-4-'r;i/^ 

v) -3-^OP7-U> (1. 5 0g) ^dd^^> (2 0ml) icfcflPU * 
}£T, £ DDXWrjUilfJl/ (0. 7 4ml) &tft?Uv> (0. 56ml) ^ 
STFUfcft, MT5l$KJf#Lfc. E*»SMETJ«8U 9ft*^U*y^*7^ 

o . aiBft^* i . 1 9 g (w 54%) *®jfr&im®nt Lxntc. 

l H NMR (500MHz, CDC1 3 ) Sppm : 1.34 (3H, t, J=7.0), 1.47 (9H, s), 1.79-1.92 
(4H, m), 3.46 (2H, m), 3.64 (2H, m), 3.92 (2H, s), 4.30 (2H, q, J=7.0), 4.52 (1H, m), 
6.94 (1H, d, J=9.0), 7.22 (1H, dd, J=9.0, 2.5), 7.40 (1H, d, J=2.5). 
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#%#| 7 0 

N— [4- (1 - t - y h^yjiMrj[/^'Jy>-4-^J^y) 
Q7i3] — N— [3- (3-y7/7xZil/) -2- (E) -:/a^-;)/] 7JI/7 

##0iJ2Tf#S>*l£3-. (3-y77 7i-JW -2- (E) -7°D^>- 1 
;P (0. 40g), ##00 6 9Tl#6nfcN- [4- (1 - t -7h*isJ3)V#-)V¥ 
^iJy>-4-^fM+y) -3-^OD7x~;H 7JI/7 7 : E<Jl'^If^ (1. 

1 9g) &£>'HJ 7i^l/*77^ > (0. 7 9g) Zi/$UU*?y (20ml) K 
feffiL. *#T> 7 1 /y*JP#>l?^x^ (0. 5 0ml) ^iTim ^ST*- 
M#L£o £j£$£Mj£TMLfc^ «y'Ji]yM7^P?h^77^- 

(^tBM : v^DP^^>/«X^;U=l 0/1) T^MT^Ch^ctD, MSEft 
£$Jl. 2 0g OR* 7 8%) £&#&«^H#<hLTt#£ 0 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J=7.0), 1.47 (9H, s), 1.79-1.92 
(4H, m), 3.47 (2H, m), 3.62 (2H, m), 3.99 (2H, s), 4.31 (2H, q, J=7.0), 4.47 (2H, d, 
J=6.5), 4.55 (1H, m), 6.23 (1H, dt, J-16.0, 6.5), 6.41 (1H, d, J=16.0), 6.94 (1H, d, 
J=9.0), 7.32 (1H, dd, J=9.0, 3.0), 7.41 (1H, t, J=7.5), 7.50-7.58 (4H, m). 

#%#| 7 1 

N- [4- (tf^'Jy>-4— qV^^rzy) - 3 -2 □ D 7xZJV] -N — [3- (3 
-y7/7x-JP) -2- (E) --fu*-)V] XjkZZ^lik§l^£2k 

##^7 0Ti#enfcN- [4- (i - t -yh^^;^-;nf^u> 5 >-4-'r 

M^ris) - 3-^DD7i-JH -N- [3- (3-y7/7x-JW -2- (E) 
-7°d^-;|/| X;P7 7 ; 6'fM^X^ (1. 2 5g) ^X^y-JV (15ml) \Z 
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»H NMR (500MHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J=7.0), 1.76-1.88 (2H, m), 
2.00-2.10 (2H, m), 2.85 (2H, m), 3.20 (2H, m), 3.99 (2H, s), 4.31 (2H, q, J=7.0), 
4.46 (2H, d, J=6.5), 4.50 (1H, m), 6.22 (1H, dt, J=16.0, 6.5), 6.41 (1H, d, J=16.0), 
6.93 (1H, d, J=9.0), 7.32 (1H, dd, J=9.0, 2.5), 7.40 (1H, t, J=8.0), 7.49-7.59 (4H, 
m). 

7 2 

N- [3-^PD-4- [1- (4-fcf' J 22k2i£jk) bf^U > ? >-4 — • Qk^±vj 
7x^P] -N- [3- (3 —>77 7x-Jl/) -2- (E) -/P^] 7 

##^!i7 iTt#e»nfeN- [4- (tMUv>-4--r;M-*v) -3-^dd7i 

— N— [3- (3-y7/7i-A) -2- (E) -7*P^-;i/| ^^77^ 
;U^X^;i/ (1. 10g) £N, N-y/f;^A75H (3 0ml) t;ii§fi?U 
III? 4 - (7*Ot^ 3^) tf U v > Utt^ii ( 0 . 5 9 g ) U OA 

(o. 5 9g) *tK7itz&. mu-e-m.mwLtco RSt^iiifmuifcE 

;U=10/1) TM^-r^CttCcfcO, miit^O. 9 7g (f$7 5%) »fit& 

l H NMR (500MHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J=7.0), 1.86-1.95 (2H, m), 
1.95-2.04 (2H, m), 2.38 (2H, m), 2.70 (2H, m), 3.53 (2H, s), 3.98 (2H, s), 4.31 (2H, 
q, J=7.0), 4.43 (1H, m), 4.46 (2H, d, J=6.5), 6.22 (1H, dt, J=16.0, 6.5), 6.41 (1H, 
d, J=16.0), 6.92 (1H, d, J=9.0), 7.28 (2H, d, J=6.0), 7.31 (1H, dd, J=9.0, 2.5), 
7.40 (1H, t, J=8.0), 7.49-7.54 (2H, m), 7.53 (1H, d, J=2.5), 7.55 (1H, s), 8.54 (2H, 
d, J=6.0). 



##00 7 3 
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2- gJJ>!> 

2 - e , J> J >X^y-;U (1. 00ml) h7kh'D77> (20ml) 

U h'J7i-MX7^> (3. 5 1 g) RtfEg^ft^Ut (4. 4 4g) £ 

AT^L/co MmTW^WiL.fc^> SI^yU*^W7A7D-7h^77^- 

30g (W7 8%) £^fe?ftMlft£UT#£. 
'H NMR (400MHz, CDC1 3 ) (5ppm : 3.34 (2H, t, J=7.0), 3.78 (2H, t, J=7.0), 

■ 

7.15-7.23 (2H, m), 7.64 (1H, m), 8.57 (1H, m). 
###J 7 4 

3- / 7DD _ 4 - [x_ [ 2 - (2-bfUvUl/) X^l/l e^'Jy>-4-^M^ 

v] xhP^>-tf> 

##^8T#enfc3 -^dp-4- (tr^u^>-4--r;^^v) xhP^>t? 

> (1. 5 0g) £N, N-y/^MMT^F (30ml) fcS^RL, tit, # 

#fy7 3T#bnfc2- (2-^p^ex^) tfu^> (i. 3 o g) Rzsmmxvo 
Ad. 2ig) ^sax-fc^ mwa-mm^Lfc. s^£st&x^;i/r#iRL£&> 

tc'&, iMy'J7J7 ! JW7A^D?h^77^- (i£fcBig& : ^y*PP^>/*^ 
y-)V= 1 O/l-S/DTffim-r^ililC^D^IB^tll. 5 7 g (iR$7 4%) 

! H NMR (500MHz, CDC1 3 ) <5ppm : 1.89-2.00 (2H, m), 2.00-2.11 (2H, m), 2.52 
(2H, m), 2.75-2.85 (2H, m), 2.83 (2H, m), 3.01 (2H, m), 4.59 (1H, m), 6.99 (1H, d, 
J=9.0), 7.13 (1H, dd, J=7.5, 5.0), 7.20 (1H, d, J=8.0), 7.61 (1H, m), 8.13 (1H, dd, 
J=9.0, 3.0), 8.30 (1H, d, J=3.0), 8.53 (1H, d, J=5.0). 



7 5 
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3-^DP-4- [1- [2- (2-hT'J^I/) X^Jt/] bf^'J v>-4— f;i/^-^ 
y] 7-'J> 

##0tj7 4T#<=>ft£3-^DD-4- [1- [2- X3MU] tf^ 

Uv>-4 — fJI/^v] xbD^>t:> (1. 5 7 g) (5 Om 1) fcJgfiPU 
ll-etf»* (2. 5 8g) £»D;L EfiTf-lftJt#Ufc. Ef£Ste5i§L&&. 5 

»H:y^DD^>/^y-;H5/l-l/i) T»»-TSJ:<!:tw«fcO. 
1 . 2 6 g (JR* 8 7%) &jft3t&££ftS#£ LTt#fc. 
'H NMR (500MHz, CDC1 3 ) (5 ppm : 1.82-1.94 (2H, m), 1.94-2.06 (2H, m), 2.40 
(2H, m), 2.81 (2H, m), 2.89 (2H, m), 3.02 (2H, m), 4.15 (1H, m), 6.51 (1H, dd, 
J=8.5, 3.0), 6.73 (1H, d, J=3.0), 6.81 (1H, d, J=8.5), 7.12 (1H, dd, J=7.5, 5.0), 
7.20 (1H, d, J=8.0), 7.60 (1H, m), 8.52 (1H, d, J=5.0). 

7 6 

N — [3-£CJD-4- [1- [2- (2-bfUvMU) JL^)V] tf^'Jv>-4-< 

###J7 5T#6>ttfc3 -^DD-4- [1- [2- ( 2 - tf U X3MI/] fcf^ 
iJy>-4--fjmy] 7X'J> (1. 2 6 g) £^DD>*> (3 Oml) t» 
*#T, ^DD7J^J«I^ (0. 5 4ml) Rtffc!U5?> (0. 61 
ml) *«TUfc«, MT?2«fK«0*Lfc. SJC«*»JBET»«ft, ^S^fD^ 

7 J- : ?#nu*2>/*jr;-)V= 1 0/1-5/1) TSlt^t 

K«fc9, «B<t£4»l. 5 0g 0K#8 2*) feiftJtft«lS»H#i:LT»fc. 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.33 (3H, t, J=7.0), 1.86-1.97 (2H, m), 
1.97-2.08 (2H, m), 2.50 (2H, m), 2.77-2.92 (4H, m), 3.03 (2H, m), 3.92 (2H, s), 
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4.29 (2H, q, J=7.0), 4.40 (1H, m), 6.93 (1H, d, J=9.0), 7.13 (1H, m), 7.21 (1H, dd, 
J=9.0, 2.5), 7.17-7.24 (1H, m), 7.40 (1H, d, J=2.5), 7.61 (1H, m), 8.53 (1H, d, 
J=5.0). 

##0tJ 7 7 

N— [3 -£DP-4- [1- [2- (2-h°Uv^) bf^Uv>-4-< 
7x-;P] — N — [3 - (3-->7/7x-;U) - 2- (E) --fo^HJl] 

##0iJ 2 3- (3-y7;7xrjP) -2- (E) -;/n^>- 1 
;U (0. 5 2g), ##^J 7 6 Ti# e> nfc N - [3-7DD-4- [1- [2- (2- 

(1. 50g) %.tfh i )7jL~)mx7j > (0. 98g) £v?DD*^> (40 
ml) fc&T* 7yy*M>l!yl^ (0. 5 7m I) &iTLfci, 

5 "TV- (i&fflfgiS : yyOD^^>/^^/-JN3 0/1 ~1 0/1) 

utiao, ^tB^t» i . 7 3 g (W8 9 %) &&n&mfeMmwt Lxntz. 

X H NMR (500MHz, CDC1 3 ) 6 ppm : 1.36 (3H, t, J=7.0), 1.86-1.98 (2H, m), 
1.98-2.10 (2H, m), 2.51 (2H, m), 2.78-2.92 (4H, m), 3.03 (2H, m), 3.99 (2H, s), 
4.31 (2H, q, J=7.0), 4.43 (1H, m), 4.46 (2H, d, J=6.5), 6.22 (1H, dt, J=16.0, 6.5), 
6.41 (1H, d, J=16.0), 6.93 (1H, d, J=9.0), 7.12 (1H, m), 7.20 (1H, d, J=8.0), 7.31 
(1H, dd, J=9.0, 2.5), 7.40 (1H, t, J=8.0), 7.49-7.55 (3H, m), 7.56 (1H, s), 7.60 (1H, 
m), 8.53 (1H, d, J=4.5). 

7 8 

3-7PP-4- (i -->7n^>^;uhf^'j> ? >-4— r;i/^-^» -ha^>-tf 

> 

#%^j8-r#f»nfc3-^PD-4- (e^u v>-4—f;i/^-^s/) - h a^o-tf 

> (4. 0 0g) £N, N-y7fWA75h* (7 0ml) Kig&U £M.T\ v 
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* 

^□^>f;^.P5F (1. 9 6ml) 1ktfmB.fi U (3. 2 3 g) £2JD;t£&, 
10 0t:-e7l^«Lfc. R*©itff3&«a^»&»» ^D^>WD5H (0. 7 
0ml) *imA£&, £ bl3 1 0 0"CT2l$fig> 1 2 0tr?5»§Hi«#Lfc. 

£ffl*-eftaflL&&, »Kx^;pt?*«5U, te*d£JfoKTifei# U «ttl«j^flt7 

57^- (itmM: v£oa**>/**/-jU=3 0/l~l 0/1) TffiSIT* 
£££±9, TC^#I2. 3 5g (W46%) ^HfiMItLTifc, 

'H NMR (500MHz, CDC1 3 ) (5ppm : 1.37-1.48 (2H, m), 1.50-1.61 (2H, m), 1.65- 
1.76 (2H, m), 1.85-2.00 (4H, m), 2.00-2.10 (2H, m), 2.50 (2H, m), 2.57 (1H, m), 
. 2.75 (2H, m), 4.59 (1H, m), 6.98 (1H, d, J=9.0), 8.13 (1H, dd, J=9.0, 3.0), 8.30 
(1H, d, J=3.0). 

###J 7 9 

3-^PD-4- (l-yj7P^>fJl/kXiJy>-4-<M^y) 7-U> 
##0117 8T#e»nfc3-^DP-4- (1 -i/9w*>9-)VW) v>-4~f;P 
ttis) ^hP^>if> (2. 3 5g) (50ml) fc»#U &inrt?'*&* 

(4. 29g) £*n;L, RaT-WW^Lfc. S«£3iiLfc^ 5*s£«JET*tt 

;W=5/1-1/1) T»^1"5:i«i:tJ:«9» ^IB^tll. 9 7g (JR 
$9 2%) &«fii^iB*t Hf fc. 

'H NMR (500MHz, CDCl 3 ) <5ppm : 1.48-1.61 (2H, m), 1.61-1.78 (4H, m), 1.86- 
2.02 (4H, m), 2.06-2.19 (2H, m), 2.76 (2H, m), 2.85 (1H, m), 2.94 (2H, m), 4.29 
(1H, m), 6.52 (1H, dd, J=8.5, 2.5), 6.73 (1H, d, J=2.5), 6.79 (1H, d, J=8.5). 

#5t#iJ 8 0 

N— [3-jyaD-4- (1 -f>?P^>^Hf^U y>-4—f )V£±y) 7xX 
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##0iJ7 9Tf§Sftfc3-#Od-4- (1 -S/^D'O^H'fcWJ v>>-4-> f;U 
7-'J> (11 9 7g) £v;7DO**> (40ml) fc»tfU fclvT. £ 
DOXJ^-«XfJl' (0. 9 4ml) &WJv> (1. 08ml) «TLfc 

: ^po^^>/^^;-JI/=2 5/1~1 0/1) Irfflgl-r^CitctO, 
*BBft^4» 1 • 0 9 g (iR* 3 7%) ^^fi^^H^t LT^fc. 

! H NMR (400MHz, CDC1 3 ) <5ppm : 1.33 (3H, t, J=7.0), 1.38-1.62 (4H, m), 
1.62-1.77 (2H, m), 1.80-1.96 (4H, m), 1.96-2.09 (2H, m), 2.47 (2H, m), 2.59 (1H, 
m), 2.79 (2H, m), 3.92 (2H, s), 4.29 (2H, q, J=7.0), 4.39 (1H, m), 6.92 (1H, d, 
J=9.0), 7.20 (1H, dd, J=9.0, 2.5), 7.39 (1H, d, J=2.5). 

##098 1 

N— [3 -^pa-4- (l -'>^a^>^Uif^'j >?>-4-<;kfr=fry) 7iz 
;u] -N- [3- (3-'>7/7x-;i/) -2- (E) -7°n^-;uj Tjyzx^dJk 

##092T#£*lfc3- (3->7;7xr)W -2 - (E) -7"D^>-l-t- 
;U (0. 39g), ##0!I8 0T#e>nfeN- [3-^PD-4- (l-f/^O'O^ 

;nf^Uv>-4--r;i/^-^-» 7i^] ^r^JUlifJKi. 09g) 

RfjChU 7iZM77>f> (0. 7 7g) £S^DO*^> (3 0ml) IC$3?U 
fcftT, 7 , /y*;^>iyl^ (0. 4 5ml) £?irFL£^ MT-B&f#L 
fco £Jfc«MJETMLfc^ MyUijM7A^D'7h^77^ (?gTO 
Wmx-?^/ I 0/1-5/1) Tffi^-r^^i^ckO, JifB'ffc'&t; 
1 . 3 0 g 0K$s 9 1 %) *W&&mfe : %mWt LTttfCo 

l H NMR (500MHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J=7.0), 1.40-1.61 (4H, m), 
1.64-1.80 (2H, m), 1.83-1.99 (4H, m), 1.99-2.14 (2H, m), 2.40-2.68 (3H, m), 
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2.68-2.87 (2H, m), 3.99 (2H, s), 4.31 (2H, q, J=7.0), 4.46 (1H, m), 4.46 (2H, d, 
J=6.5), 6.22 (1H, dt, J=16.0, 6.5), 6.41 (1H, d, J=16.0), 6.92 (1H, d, J=9.0), 7.31 
(1H, dd, J=9.0, 2.5), 7.40 (1H, t, J=8.0), 7.48-7.55 (3H, m), 7.56 (1H, s). 

###y 8 2 

1 - t --Jh^XM-JV- 2-*3Ml/-4-fcWJ K> X^U> 

4-fcMU H> X3^> *r9—)V (9. 6 g) £7-feh> (10 0ml) fc»#U 

mr, v t-zr3-)VV-t>—$*-Y (16. og) £jbn*, MTii$HJ*#i,fc. 

Ki$«Mlf:li 3Sfc*x-x;i/T*iHRU *&^fiS»^fi*TJIH*«c*U 
1 - t -7"h+y*Jtol/-4 -k^U H> if k> y^-;Ml7. 4g) 

y A^X\ Ctl^rX— r ( 2 0 0 m 1 ) Ullb, -7 8"CT. N, N, N', N'-x 
h^^f;Px5 1 l/>v75> (13. Oml) WIN & - ttfrVttJ* (->£□ 
^*U->Rtf'\*1J->fi'&»*) (88. Oml) &jSTLfcE - 3 0 TCT? 3 0 #M 

M^-7 8t;swim 3V<k*?)i%tiaz., MT3^ 

x-x^TaasL, j*m«**atfiaip^<foKTiis 
rmm-tz>zt\z£K>. mmt-syve. og («$34%) ^^few%KtLTt#fc 8 

*H NMR (500MHz, CDC1 3 ) <5ppm : 1.23 (3H, d, J=7.0), 1.46 (9H, s), 1.55-1.70 
(4H, m), 1.85-1.90 (1H, m), 3,05-3.15 (1H, m), 3.90-4.05 (4H, m), 4.47 (1H, m). 

8 3 

i - t -7>^->#;i/#x;i/-2-;<^-4-e^'j H_> 

&%M8 2T*t<bftfcl - t -7h*v#Jl/fc;i/-2-^;U-4-fc^U H> 
x^l/> (6. 0 0 g) £7-fe h> (15 0ml) £»#U 7k#T> p- 

h;Ux>7JMOii? 17K» (4. 4 0g) Sip*, iilT-Wlfc. EfcSte 
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* 

Sffi^*2. 4 0g (IRJSS4 8X) **ft«ltt<»KtLT#fc. 

'H NMR (500MHz, CDC1 3 ) (5ppm : 1.18 (3H, d, J=7.0), 1.49 (9H, s), 2.20-2.30 
(1H, m), 2.30-2.40 (1H, m), 2.45-2.55 (1H, m), 2.65-2.70 (1H, m), 3.25-3.35 (1H, 
m), 3.90-4.05 (1H, m), 4.20-4.30 (1H, m), 

###J 8 4 

^mnm^T. **^U^A7JI/S-^A (l. 3 0 g) $fh7tFD77> (5 
0ml) 3k#T, #^#J8 3T'#£ftfcl-t-7h*~>#;i^-;i,-2- 

^^-4-tr^'JK> (2. 40g) fcSTFLfcft, S«TlB*IWa»Ufc. Rffiifc 

/PS?x?^= 1 / 1 ) T?««!-r* ^ £fc«k o > ^te{fc£ij<D{g«{fc£$i 0 . 9 5 g 

(W3 9 %) msmmmt^m 1 . 0 2 g (W4 2 %) s-tn-^nafeift^Ki: 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.14 (3H, d, J=7.0), 1.30-1.40 
(1H, m), 1.45-1.55 (1H, m), 1.46 (9H, s), 1.80-1.85 (1H, m), 1.90-1.95 (1H, m), 
2.85-2.95 (1H, m), 3.90-4.00 (1H, m), 4.00-4.10 (1H, m), 4.45-4.55 (1H, m). 

fl£ffitt'ffc'&4&© 'H NMR (500MHz, CDC1 3 ) 6 ppm : 1.33 (3H, d, J=7.0), 1.46 (9H, 
s), 1.60-1.75 (3H, m), 1.80-1.90 (1H, m), 3.20-3.30 (1H, m), 3-80-3.85 (1H, m), 
4.15-4.20 (1H, m), 4.25-4.35 (1H, m). 

» 

8 5 

#%0i|8 4T^btlfe 1 - t -7h+yMfcJk4-tFQ+y- 2 
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£*U5>>©*«SMfr&* (1. 02g), 2-^00-4-~HD7xy-;U (0. 
8 3g) RtXhU7x-;U*X7^ > (1. 6 2g) £:>*;7PP^> (6 0ml) K 
»«?U KfitT* 7yy*J^*>iy'x^ (0. 9 7ml) SSSTUcE 

mffluwisfz. &fo<Dm'rttfm>tztb. hU7x-MX7^> (i. 6 2g) 

y^*;i/*>iyx?jl, (0. 9 7ml) £j!)D;t. £ bK^T-HftiI#U7i. KJ&St 

y/mm^)v= 4 / 1 ) rmmtz z t t«fc 0 . ^ib^^^j 1 . 1 5 g (jr# 7 6%) 

'H NMR (500MHz, CDC1 3 ) Spprn : 1.35 (3H, d, J=7.0), 1.48 (9H, s), 1.75-1.85 
(1H, m), 1.95-2:05 (3H, m), 3.25-3.35 (1H, m), 3.90-4.00 (1H, m), 4.35-4.45 (1H, 
m), 4.87 (1H, m), 6.97 (1H, d, J=9.0), 8.15 (1H, dd, J=9.0, 2.5), 8.32 (1H, d, 
J=2.5). 

- . • 

0mm 8 6 

##^J8 5T#b*l/i4- (1 - t -7V*i't>)V-£-)l-2-*3-)l\f.^) i?>- 
4-j)V**r=s) -3-i7PP-hD^>€> (1. 15g) $90%fi (3. 10 
g) ClSl. 3 7%*;UVU> (2. 5 0g) £Jn*, 1 0 0 < CT2StffiJt#Lfc. 

s-)v=<d/\) -?ffim~rzztiz&o. mmt^mo. sog (»9o%) 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.18 (3H, d, J=6.0), 1.64 (1H, m), 1.85-1.95 
(1H, m), 2.05-2.25 (4H, m), 2.32 (3H, s), 3.00 (1H, m), 4.39 (1H, m), 6.99 (1H, d, 
J=9.0), 8.12 (1H, dd, J=9.0, 2.5), 8.30 (1H, d, J=2.5). 



##00 8 7 
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3-ftpp-4- (i, 2 -vpt^juf^u yy-A --r;t>^'» 7~u> 

##098 6T#£ttfc3-ftPP-4- (1, 2-vp^Utf^U v>-4-^;^:* 
*:» 3hP^>izf> (8 0 Omg) (2 0ml) fc»#U SaTl"1t»* (1 

H£lC«fc0, «IB{b^4*6 9 0mg (»9 6%) tlTffc. 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.13 (3H, d, J=6.0), 1.52 (1H, m), 1.75-1.85 
(1H, m), 1.90-2. 15 (4H, m), 2.27 (3H, s), 2.93 (1H, m), 3.95 (1H, m), 6.50 (1H, dd, 
J=8.5, 3.0), 6.72 (1H, d, J=3.0), 6.83 (1H, d, J=8.5). 

##09 8 8 

N — [3 -ft 4- (1, 2-v^5 L JI/h°^'Jv>-4--f;i/^4 1 v) 

7)1/77=6^)^81^1/ 

m%M8 7i?#^nfc3-ftnp-4- (i, 2-^*3\U'fc!^y> :? >-4-' om- 

+ 7-U> (6 9 Omg) £v>ftPP*ft> (2 0ml) fcjgtfU *#T> ftD 
aXM-Jmm^J-fr (0. 4 0ml) fttffc?'J5» (0. 25ml) *SrFL£&. 

iltlW^lfc. M^teTiHl^, »fc£->'J#ft*Jl/#7Afta-?h 

ft^7-f- (»ffl»»:^DD^^>/^^/-)l/=9/l-3/l) 
£K«fcO, «BE^%8 0 Omg OR* 7 3%) &ftfi£££IStt£ L-T#fc. 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.18 (3H, t, J=7.0), 1.26 (3H, m), 1.55-1.70 
(1H, m), 1.75-1.90 (1H, m), 2.15-2.30 (2H, m), 2.55-2.75 (3H, m), 2.80-3.30 (3H, 
m), 4.11 (2H, q, J=7.0), 4.20 (2H, s), 4.45-4.55 (1H, m), 7.17 (1H, dd, J=9.0, 2.5), 
7.27 (1H, d, J=9.0), 7.29 (1H, d, J=2.5). 

##0|| 8 9 

N - [3-ftPP-4- (1, 2-v^5 L ;i/b°^U v>-4--f)M-^» 7i')l/] 
- N - [3- (3->7/7x-)l/) -2- (E) -7°W\~)l] 7Jb7 7 ^ )WWt 



WO 02/081448 PCT/JP02/03355 

272 

##0i|2T#£*lfc3- (3-->77 7x-;l/) -2 - (E) -7°n^>- 1 
)V (3 2 0mg), ###J8 8T"#^tlfcN- [3-^DP-4- (1, 2-v*3^ 

tf^u v>-4--r ji/^v) 7i-M Tji^z^-ont^x^ (soomg) &. 

{/hU7i-;i'*7 7^> (6 8 0mg) $rv?^DD^^> (20ml) Kj§fi?U tK 
#T. T^y^J^ViyX^ (0. 4 0ml) *ffiTLfc'&, iaT4^WL 

^^□D^^>/Mx^=4/l~v ? ^PD^^>/^^y-;i/=9 / /l) T 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.14 (3H, d, J=6.0), 1.36 (3H, t, J=7.0), 
1.50-1.65 (1H, m), 1.75-1.90 (1H, m), 1.95-2.20 (4H, m), 2.29 (3H, s), 2.95 (1H, 
m), 3.98 (2H, s), 4.21 (1H, m), 4.31 (2H, q, J=7.0), 4.46 (2H, d, J=6.5), 6.22 (1H, 
dt, J=16.0, 6.5), 6.41 (1H, d, J=16.0), 6.94 (1H, m), 7.31 (1H, m), 7.40 (1H, m), 
7.45-7.50 (1H, m), 7.50-7.60 (2H, m), 7.65-7.70 (1H, m). 



9 0 

&mmm%T, *mtv^k>7)i^~vj± (2. 3 0 g) $fh7k hd77> (5 

Oml) K:ffi»U tK/^T, AfDif-f^M, ^4 3t, ^1 3 9 11 (1 9 9 6¥) 
f Heterocycles . 43. 1391 (1996)1 Kfdictf>^}£K^ 4 , 4-yXh4 : y7'^7 

-7-*> (2. 8 0g) ^HTL7c^> MT*lB#r B mj$LfCo KfomizmWt * h U 
7 A • 107KlDtl^D^, $e.(C^TlB#rBm^b/c. W#;£3£U 

Tlibfct, Sat «: *> >J # 5 A 2 n "7 h^77^- (i^on^>/**y 

-J|/=4/l) T^^I-^dtfC^O, ^E'fb'&tJ 1 • 70g mm 5 9%) 

*H NMR (500MHz, CDC1 3 ) (5ppm : 1.24 (1H, m), 1.40-1.50 (1H, m), 1.55-1.80 
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(2H, m), 1.80-2.00 (4H, m), 2.00-2.15 (3H, m), 3.00-3.15 (2H, m), 3.65 (1H, m). 



#%#J9 1 

2-^DD-4--hD7x/-;K5. 2g) £N, N-y^fMM7AH (5 
0ml) fc£#L. KlfcT. ^ h+y / ^'^DU F (2. 7ml) fttfHJX^U 
75> (5. 0ml) fc*TLfc«, Sltl^l/ft. R«ttfc*ftlPAfc«. 

^h**>-hP^>1?> (8. lg) £HS«l1#»K£LT**fc. 

Z\tl*7^V> (10 0ml) Rlftk (100ml) 0>££&ii£&ffiU 
&UT\ IDI* (9. 8g) RtftfMtT^X^A (8. 0 g) £10*.fca, 6 0*C 
T4 0#IW«#l,fc. M^^^jgbfc^ 5&£«flET«*SU i^lfAtittll, 

mm&mZtZZtlZ&r). mUk&®5. 4g OK* 9 6*) ^tfiMMtlt 

! H NMR (500MHz, CDC1 3 ) <5 ppm : 3.53 (3H, s), 5. 1 1 (2H, s), 6.52 (1H, dd, J=8.5, 
3.0), 6.73 (1H, d, J=3.0), 6.98 (1H, d, J=8.5). 

9 2 

N- (3-y-DD-4-* b^rU* h4^>7xX;U) ZJkZ^dMM^Jk 
0%M9 lT#e>tlfc3-^7DD-4-^ h**» h + ->7xU> (5. 4g) Srv 
^dd^^> (5 0ml) KigtflU «T> £na;uMwJMft&x3\>U (4. 7m 
1) Rtffc?US» (2. 9ml) £«STb£&» MT3 0t>F«IAc. 

£i:K:<fc9, «HBft£%8. Og (»8 2%) &#ffifcifttt«>K<!:LT»&. 
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'H NMR (500MHz, CDC1 3 ) 6 ppm : 1.34 (3H, t, J=7.0), 3.52 (3H, s), 3.92 (2H, s), 

4.30 (2H, q, J=7.0), 5.24 (2H, s), 7.15-7.25 (2H, m), 7.41 (1H, m). 

9 3 

N- [3 -^Pa-4-^ h^v^ h^'>7x^;U] -N- [3- (3->7/7x 
-2- (E) -7°U^~)V] 7J^773±M^^Jk 

m%M2-C%<bnfz3- (3-y7;7i-;W -2- (E) -y°a^>- 1 

(1. 6g), ##0!I9 2Ti6ntN- (3-^DD-4-^h + y^h^y7x 
XJl'7 7 ; &'fWl^ (3. 4g) S^hU7irM7>7^> (3. 2 g) 
^dd^^> (50ml) £?gfi?U *?frT» 7Vv*Jl/^>^xX^;i/ (1.9 

'j*yjW7A^DTh^77>f- (mtamm v^uu^^y/mm^)v= 1 9/ 

1) rmmTZ>Ct\z£K>. WktMk&®3. 9g (»8 1%) &n&tiiVttoK £ LX 

'H NMR (500MHz, CDC1 3 ) 6 ppm : 1.36 (3H, t, J=7.0), 3.51 (3H, s), 3.99 (2H, s), 

4.31 (2H, q, J=7.0), 4.47 (2H, d, J=6.5), 5.25 (2H, s), 6.22 (1H, dt, J=15.5, 6.5), 
6.42 (1H, d, J=15.5), 7.20 (1H, ra), 7.34 (1H, m), 7.41 (1H, m), 7.50-7.60 (4H, m). 

9 4 

N- [3-^oa-4-fch , a^y7x^] — N— [3- (3->7/7i-Jl/) 
-2- (E) --fO^-M X)V7y*:'()WWtX.5-)l 

##0iJ9 3T#?>nfcN- [3-^00-4-^ h*y^>^->7i^] — N— [3 
- (3-y7/7x-iW -2- (E) -y°U^~)V] y frW&tXf* )), (3. 

9g) ZmWt^Jl (5 0ml) RXfz?**1r> (5 0ml) <DU^W\zmMV. 

?pT. 4N m&mvirttymm <25mn &toz.tc&. %m.x-mm.&Lfro 
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*H NMR (500MHz, CDC1 3 ) 6 ppm : 1.36 (3H, t, J=7.0), 3.98 (2H, s), 4.31 (2H, q, 
J=7.0), 4.46 (2H, d, J=6.5), 6.22 (1H, dt, J=16.0, 6.5), 6.40 (1H, d, J=16.0), 7.03 
(1H, m), 7.32 (1H, m), 7.41 (1H, m), 7.50-7.60 (4H, m). 

m^m 9 5 

N- [3-^CiP-4- (-f>HU^>-7 ZLdJk*±kl 7x~;U] -N- C3- 
(3 -i/7 J 7xXJl/) -2- (E) -Zfn^-M ZJiyy^OVffimJL^fr 
&%M9 4T#e»n/tN- [3-7Cm-4-t: KP*v7xx;l/| — N— [3- (3 

->7;7i-ji/) - 2- (e) -7"d^-;u] x;i/7 7 ; e-f;u«x5 1 ;i/ (2. og), 

##^J9 0T#6tlAc-f>K'Jv>-7-^--;U (1. 7 g) Wh'J7i^M77 
^> (3. 2g) £^PP*?> (6 0ml) Kfgj&U *&T, 7 > /y*^>i 
yifJl^ (1. 9ml) SrfiTFLfc^ £i&T 6 l$Mj*#Lfc. £jfc©iifT;ft*i§^;fc&, 
hU7xr;^7^> (3. 2g) RtfTl/S^M^B^X^P (1. 9ml) € 

*7A^n7h^7^- (&ffi« : @t^x^U/*^/--;u=2/i) TIMST* 

^tUckO, Wffi^ftO. 6 g ^tfii^SOMIAfet Lift. 
9 6 

N- (4-^h^y^h^>7iZJP) TJl^z^-OHfjgX^Jl/ 
4-j* h^v* h+">7xU > (2 0. 9g) ^DD^^> (40 0ml) Cfll 
$U 2KJ$T> 70D^jl/*-;PiiXf;Kl8. 0ml) R^e'Jy> (33ml) 

;U=3/2) *C«»-r* ffifBfl;£«l2 8. Og (»6 7%) Sftfitfttt 

l H NMR (270MHz, CDC1 3 ) 6 ppm : 1.33 (3H, t, J=7.0), 3.48 (3H, s), 3.90 (2H, s), 
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4.29 (2H, q, J=7.0), 5.16 (2H, s), 7.03 (2H, d, J=9.0), 7.28 (2H, d, J=9.0). 
###| 9 7 

N— [3- (3-->777x-;i/) -2- (E) -^a^-Jl/j -N- (4-*h* 

##<f9 2T»6>nfc3- (3 -yjy !7 x— JU) -2- (E) -T'D'O- 1 
;U (0. 5 3g)> ###19 6r#6tlfcN- (4-^h + y^h + y7x-jW 7JI/ 
7 7 ^ JHflflfcXS^M 1 . 0 0g) MN'J7i-J^7^> (1. 1 2 g) ^ 
?DD^> (30ml) fcjg#U fcfcT, TVv^JI/tK^vX^U (0. 6 6m 

U^>*7A7D7h^77^- (»aj«F«E : >/lt»X^;P= 3 / 2 ) T« 

»r*C:tK:«tO, «Effr&ttl. 38g (W94%) £2tfe«^Jf£LTt#fc. 

'H NMR (270MHz, CDC1 3 ) 8 ppm : 1.37 (3H, t, J=7.0), 3.48 (3H, s), 3.99 (2H, s), 
4.32 (2H, q, J=7.0), 4.49 (2H, d, J=6.0), 5.18 (2H, s), 6.25 (1H, dt, J=16.0, 6.0), 
6.42 (1H, d, J=16.0), 7.06 (2H, d, J=9.0), 7.40 (1H, t, J=7.0), 7.41 (2H, d, J=9.0), 
7.52 (1H, d, J=7.0), 7.54 (1H, d, J=7.0), 7.56 (1H, s). 

###J 9 8 

N- [3- (3-v777x-^) -2- (E) -y'a^ZDl] -N- (4-kHO 

###J9 7T#£*l£N- [3- (3-y7/7i-JW - 2- (E) -7*n^x;P] 
— N— (4-/h+y^h^y7xZJW T.frlT^-i )VffltLX&)V (10. 7 g) * 
BB?x^;P (1 2 0ml) X.#iT. 4N ltft**»»x^MS«( (8 0m 

1) £10Afc8k *«T?4P*IWa»Ufc. Kfctt£i*JBET*ttU »*X^;UT*RU 

iJ->/»ttx^;u=i/i) tist^^ticio; «iB<b-&»9. 1 g i$9 5%) 
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>H NMR (270MHz, CDC1 3 ) 5ppm : 1.35 (3H, t, J=7.0), 3.98 (2H, s), 4.30 (2H, q, 
J=7.0), 4.46 (2H, d, J=6.0), 6.23 (1H, dt, J=16.0, 6.0), 6.39 (1H, d, J=16.0), 6.84 
(2H, d, J=9.0), 7.34 (2H, d, J=9.0), 7.39 (1H, t, J=7.5), 7.50 (2H, m), 7.54 (1H, s). 

###1 9 9 

N— [3- (3->77 7xZ^) -2- (E) -7°nK~)\,] — N- [4- (1- 

9 8 T# e> tltz N - [3- (3-y7/7x-JW -2 - (E) -^a^-;U] 
— N— (4-hFD + y7ir;W 7.)V7 7*4 )Vm&^)V (7 0 0rag), 4-h 
HP + y- 1 -^fJl/k^ l Jy> (4 1 Omg) m$ h L) 7i -^7^ > (9 2 0 
mg) ^y^7DD^^> (2 0ml) KigfllU 7k#T> 7!/y*M>^yXf;K0. 

5 5mi) siTbfct, ^T-^it^Lfeo frfoommm^rz®, 4-tno* 

1 -^^Ml/bWJ v>> (4 1 Omg), hU7x-)l'*X7'f > (9 2 Omg) 5. 
tf7\/> ? #;i'#>K^X3 L ;l' (0. 5 5ml) ZMtlTz^ £ bKl|WJMT 4BfM#b 

9 Omg («7 9%) ^fe?S^«iLT#rc. 

'H NMR (400MHz, CDC1 3 ) <5 ppm : 1.35 (3H, t, J=7.0), 1.70-1.90 (2H, m), 
1.95-2.05 (2H, m), 2.31 (3H, s), 2.65-2.75 (2H, m), 2.85-2.95 (2H, m), 3.98 (2H, 
s), 4.25-4.35 (1H, m), 4.30 (2H, q, J=7.0), 4.47 (2H, d, J=6.5), 6.23 (1H, dt, 
J=16.0, 6.5), 6.40 (1H, d, J=16.0), 6.90 (2H, d, J=9.0), 7.35-7.45 (1H, m), 7.38 
(2H, d, J=9.0), 7.45-7.55 (3H, m). 

1 0 0 

4- (l- t -y r h^->^;i/fe;i/bf^Uv>-4— r;M-^-» -3-hj:7;m- 

1 - t - 7" h + y*^JP- 4 - t HD^y kXU y> (1. 4 5gh 
)l'*7>*-fi~v>7 HJ-, 3m, !f§4 1 9 95 (1 9 9 8¥) [dJhg. 
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QhsiXL, 63., 4199 (\998))\ZtmO)^m\zm^ 3 - h U 7)V*U*?)\,~ hP^>fe*> 
«k«9^$tl5t2- h«J7^D^^;U-4--hP7x/-;i/ (1. 3 8 g) Rtfh 
U7i-M77>f> (2. 2 7g) £v?pp**> (6 5ml) fc»#U 7kfr~F> 
Z'/y^M^yX^ (1. 4ml) &i»TUfcf& gfiT-«#U£ 8 

P**» T«S3-r-2>^<hfc«kO, «IBfk^«j2. 28g (W8 8%) £ifclf&« 

l H NMR (500MHz, CDC1 3 ) 5ppm : 1.49 (9H, s), 1.88-1.99 (4H, m), 3.51 (2H, m), 
3.64 (2H, m), 4.83 (1H, m), 7.09 (1H, d, J=9.0), 8.41 (1H, dd, J=9.0, 3.0), 8.53 
(1H, d, J=3.0). 

10 1 

4- (1 v>-4 zdJk^±l J 3- h l J7Mn^^hP^ 

#%0U 0 0T#^>tlfe4- (1 - t -7*K + i/^;U^-;Ufcf^U> J >-4--rjl/^- 
-3- hU7;i/^P^^;U-hP^>^> (2. 4 5g) £9 0%« (8. 8 
Og) K!K»U 3 7%*J^U> (5. 5 0g) £iDx.. 1 0 0t:T:6 ^JS^bfco 

95%) zn&ftiViVomtLTmco 

*H NMR (500MHz, CDCl 3 )<5ppm : 1.94-2.02 (2H, m), 2.02-2.10 (2H, m), 2.33 
(3H, s), 2.40-2.53 (2H, m), 2.53-2.65 (2H, m), 4.68 (1H, m), 7.07 (1H, d, J=9.0), 
8.39 (1H, dd, J=9.0, 3.0), 8.51 (1H, d, J=3.0). 

##0<J 10 2 
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#%0U 0 lT»5ttfc4- (1 -trfrZH) v>-4-< -3 - HJ 

7;^D^^;U-KD^>if> (1. 8 2g) £x*y-;i, (3 0ml) fci&flPU /t 

yWA-mmfm (o. 1 8g) ziMXtcMk, fcmnmn.T. smrmw 

tiZ&K). SI3^»1. 5 5g 01X^9 5%) £&tSfeH#£ 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.85-2.00 (4H, m), 2.29 (3H, s), 2.25-2.40 
(2H, m), 2.55-2.70 (2H, m), 4.31 (1H, m), 6.78 (1H, dd, J=8.5, 3.0), 6.83 (1H, d, 
J=8.5), 6.91 (1H, d, J=3.0). 

1 0 3 

N- [4- (1 -pt^l/bf^'J v>-4-^JM-*v) -3-MJ7MD^^7 

###ili o 2Tt#£tifc4- (i -^5 L ;utf^Uv ; >-4— r;u^-» -3-mj 

7J^D^^;i/7-'J> (1. 5 5g) ^OD^> (3 0ml) ttlU 
T» ^POX;^^;U«X^ (0. 7 6ml) Rtfk!'J^> (0. 91ml) 
TLfcm, MUX* lmmWlstc, Kftmzy^lM^ ^X^;UT3(HltttBL^ 

>/^y-;p=i o/i~5/d T-mm?%z.t\z&t), umt%m2. 3 9 g w 

l H NMR (400MHz, CDC1 3 ) <5ppm : 1.34 (3H, t, J=7.0), 2.00-2.15 (2H, m), 
2.35-2.50 (2H, m), 2.62 (3H, s), 2.80-3.15 (4H, m), 3.92 (2H, s), 4.30 (2H, q, 
J=7.0), 4.72 (1H, m), 6.98 (1H, d, J=9.0), 7.55 (1H, dd, J=9.0, 2.5), 7.62 (1H, d, 
J=2.5). 

1 0 4 

N - [ 3- (3-->7 J 7 xXJU) - 2 - (E) -7°D^XJt/) — N — [4 - ( 1 - 
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##«2T»&tl/t3- (3-y7/7i^W -2- (E) -^D^>- 1 
)V (5 0 Omg), ##001 0 3Tf#en/iN- [4- ( 1 ^'J v>- 4 - 

-r;u^-=^-» -3 - hU7;u^-o^^;u7x-;u] ^^77^^^!^ (133 

3mg) S^hU7i-M77>f> (9 9 0mg) ^i^^PD^^> (3 0ml) £ 
»«PU *»T, 7yy*J^>S-WJI/ (0. 5 8ml) *i»TLfc«, tlt4 

- (^m^ii : z/>7uu*2>/*$ ;-)v= 1 5/D TfttSi-rs^itfCcto, aivs 

fc£«57 5 5mg (K$4 3%) £«£&t£^IS#t LT#/c. 

*H NMR (400MHz, CDC1 3 ) 5 ppm : 1.35 (3H, t, J=7.0), 1.90-2.10 (4H, m), 2.33 
(3H, m), 2.40-2.50 (2H,'m), 2.55-2.65 (2H, m), 3.98 (2H, s), 4.31 (2H, q, J=7.0), 
4.47 (2H, d, J=6.5), 4.53 (1H, m), 6.23 (1H, dt, J=16.0, 6.5), 6.41 (1H, d, J=16.0), 
6.98 (1H, d, J=9.0), 7.41 (1H, t, J=7.5), 7.50-7.60 (4H, m), 7.71 (1H, d, J=2.5). 

#%#| 10 5 

4- (1 - t -7V*ri/l3)V#-)V\?.'\VV>-4->()],tt*/) ~hW<y-£> 

i - t -^h+i>^;i/fc;i/-4-k KD+vtr^u> J > (50. ig) &n, n- 

V%=f-)\,T*. H (5 5 0ml) fcJg#U *?&T. h U £A (10. 5 

g) *1mx.. ffiEL~Q3 Oft?m\fflfel<lt&> 4-7)i*u- bu^y-^y (4 2. 2g) 

ON, N-y^fJl/7th7iH (100ml) gSteiTFU $ £ 

^J7^PTh^77^- (»m»j»':'S^>/»BfX5 1 ;U=l 3/7) TttfiTS 
££££0, «H2fc£i»7 5. lg («93%) £$2t&@#£LT#/i, 

»H NMR (400MHz, CDC1 3 ) <5 ppm : 1.43 (9H, s), 1.76 (2H, m), 1.91 (2H, m), 3.34 
(2H, m), 3.65 (2H, m), 4.56 (1H, m), 6.91 (2H, d, J=9.0), 8.15 (2H, d, J=9.0). 
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#%M 10 6 

4- ( 1 - t - ^ h^y^M-JI/b^U y>- 4 --f Wy) 7~U> 

###ii o 5T-%t>nfc4- (i - 1 -7h*->#;^-;ue^u>*>-4-- nv* 

-hP^>if> (11. 9g) (10 0ml) CHIL, A^v 1 ? 

a-^m^ (i. 9g) *iBXtz.&. 7mnm%T. Ammmwhtz. mm 

tH« : ^*tJ->/Mx^;i/=l/l) Ttt»-r*££fc«fc!K SIWt-&«H0. 7 
g (K$9 9%) WfiifttLT#fc. 

'H NMR (400MHz, CDC1 3 ) <5ppm : 1.46 (9H, s), 1.71 (2H, m), 1.87 (2H, m), 3.27 
(2H, m), 3.71 (2H, m), 4.26 (1H, m), 6.63 (2H, d, J=8.5), 6.76 (2H, d, J=8.5). 

#%#| 1 0 7 

n— [4- (i - 1 -^h^->^;u^-;i/br^'j> ? >-4— r;i/^-^v) 7i-jh 

###ll 0 6Ti#etlfc4- (1 - t -:/h*v#^#-;PtMUv>-4-- f;M" 
*v) T-'J> (4. 3 9g) ^QD^> (3 0ml) K*g$U »T> ? □ 
□ X;Pt^-;H^X^;1/ (2. 4m l) mSW*J> (2. 4m 1) SrTilTLfc^, ^ 

t)4. 96g (iR^7 5%) &®.m&mwiMntLTmz. 

'H NMR (400MHz, CDC1 3 ) 5 ppm : 1.33 (3H, t, J=7.0), 1.47 (9H, s), 1.75 (2H, m), 
1.90 (2H, m), 3.34 (2H, m), 3.69 (2H, m), 3.89 (2H, s), 4.29 (2H, q, J=7.0), 4.44 
(1H, m), 6.89 (2H, d, J=8.5), 7.27 (2H, d, J=8.5). 

###J 1 0 8 

n- [4- (i - t-7>^5>^j;^x;i/bf^u> ? >-4--r;p^^-» 7x-;u 

-N- [3- (3-y7/7i^) -2 - (E) -?Q^=-)l] j^iJlB^. 
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2 -e*§<=>nfc 3- (3-y7;7i-;w -2- (E) -7ui>-\-jr- 
)V (0. 80g), ###yi 0 7-e#£ft£N- [4- (1 - t -^h^v^j;u^-;u 

fcf^'J S^>- 4 7x-;U] 7^7 7^^!^ (2. 2lg) s 
^h'J7x-M77^> (1. 7 0g) £>^na^> (40ml) \Z®ML> tR 
?pT, 7yy*J^>tv?l^ (1. Oml) Z$TLtc'&, TOT2($TO#L£o 

g («$7 4%) £&fifflft#Sf<hLTf#fco 

■ 

'H NMR (500MHz, CDC1 3 ) 6 ppm : 1.35 (3H, t, J=7.0), 1.47 (9H, s), 1.75 (2H, m), 
1.90 (2H, m), 3.34 (2H, m), 3.68 (2H, m), 3.98 (2H, s), 4.30 (2H, q, J=7.0), 4.45 
(1H, m), 4.47 (2H, d, J=6.0), 6.24 (1H, dt, J=15.5, 6.0), 6.40 (1H, d, J=15.5), 6.90 
(2H, d, J=8.5), 7.39 (3H, m), 7.51 (2H, m), 7.55 (1H, s). 

###J 10 9 

4- (i - t -yN^v^;^-;uif^Uv?>-4--r;i/^'» -3-*^)\,~h 

1 - t -^Y^'ylJ)V^-)V-A-\L FD*vtr^U> ? > (3. 62g), 2-^ 
;U-4-~ h07x/-;M2. 5 5g) MhU7x-MX7^> (5. 2 5 g) 
JtVZ uu*$y (10 0ml) \Z®ML. *#T> 7 l /^M>iyl^ (3. 

umt^m 4 . o 7 g ^rm^^n^m^mxm t Lxnrc. 

*H NMR (500MHz, CDC1 3 ) (5 ppm : 1.48 (9H, s), 1.84 (2H, m), 1.95 (2H, m), 2.29 
(3H, s), 3.49 (2H, m), 3.62 (2H, m), 4.66 (1H, m), 6.86 (1H, d, J=8.5), 8.07 (2H, 
m). 



1 1 0 

4- (1 - t -7>^v^;i/^^^e^U> ? >-4— Okfr^v) -3-*?)\,7- 
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m^mi o 9t#&ft&4- (l - t-yh+v*;u^-;nf^u^>-4-<;u* 

- 3-;WUxhD^>-t:> (4. 0 7g) (4 0ml) CJgflpU 

A7 5?^A-»*jHdlE (0. 4 1g) £iD*fc&. **£B&T. £iTC4l5|BJifc#L 

» 2. 73g 0K$###|1 0 9£D 2I1T5 3%) &&*fi«M*4Mti l,T»fc. 

*H NMR (500MHz, CDC1 3 ) <5ppm : 1.47 (9H, s), 1.74 (2H, m), 1.87 (2H, m), 2.17 
(3H, s), 3.30 (2H, m), 3.68 (2H, m), 4.25 (1H, m), 6.47 (1H, dd, J=8.5, 2.5), 6.53 
(1H, d, J=2.5), 6.68 (1H, d, J=8.5). 

111 

N- [4- (1 - t -yh^y^M-JH:XUy>-4-fM^» -3-^^ 

###J1 1 0T*§e>ttfc4- (1 - t -:7>*v#;U#x;U£^U^>-4-<;U* 
-3-^5 i ;UT-'J> (1. 6 3g) *VZuu*$y (3 0ml) 
*#T> ^Dn7^-;HHHlfJI/ (0. 8 6ml) RZ>'t: 0, Jv> (0. 81ml) 

£££0. «EflS*«l. 8 4g (W7 6%) £&*ifiaB£JB0#£LT*§fc. 

'H NMR (500MHz, CDC1 3 ) 5 ppm : 1.34 (3H, t, J=7.0), 1.47 (9H, s), 1.78 (2H, m), 
1.89 (2H, m), 2.22 (3H, s), 3.43 (2H, m), 3.62 (2H, m), 3.90 (2H, s), 4.29 (2H, q, 
J=7.0), 4.48 (1H, m), 6.79 (1H, d, J=8.0), 7.12 (2H, m). 

1 1 2 

N- [4- (1 - t - 7 h^vft bf^ 'J v>-4-<;kt*-» -3-*? 
■ -N- [3- (3->7y7x^) -2- (E) -T/P^rjU] TJU? 
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m%M2T*n*>ntz3- {% - 1/? j v -2- (e) -yn^>- 1 —t- 

)\, (0. 64g), ###11 1 lTftSnfcN- [4- (1 - t -Zfh*~s*frtf-)1s 

twjs>>- 4 -3-/wizjh 7^77^^!^ (1. 

84g) SlXh'J 7i^M77^f > (1. 26g) £v^DD/^> (40ml) £ 
i#fl?U ftfrT, 7^^>lEyX^ (0. 7 6ml) £$TL£&. 

- (^tbii : o □ ^ ^ >/ wif ;i/= 12/D -vmgtrzztiz&o. ma 

it&M 1 . 9 0 g mm 7 9%) £M&3&£^@#<?: LT#£o 

l H NMR (500MHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J=7.0), 1.47 (9H, s), 1.78 (2H, m), 
1.89 (2H, m), 2.21 (3H, s), 3.44 (2H, m), 3.60 (2H, m), 3.99 (2H, s), 4.31 (2H, q, 
J=7.0), 4.46 (2H, d, J=6.5), 4.50 (1H, m), 6.24 (1H, dt, J=16.0, 6.5), 6.41 (1H, d, 
J=16.0), 6.80 (1H, d, J=8.0), 7.24 (2H, m), 7.40 (1H, t, J=8.0), 7.50 (1H, d, J=7.5), 
7.52 (1H, d, J=8.0), 7.56 (1H, s). 

m%M 113 

5 hPit'j^;^ (i o. 8 g) £x^/-;i/ (i o omi) mur 

•a« (9 2. 0g)tJQ;L£^ 7. 5B#F B WD^S^$-frfc e jK^^fitT^b, 

^*5>£ATf£j&b7c&> MJ£T®m*f§3kt2>Z.t\z£0. mmfc&tsi 0. 7 g ok 

$8 5%) £&^£@#:<h VT%tz« 

■H NMR (400MHz, CDC1 3 ) 6 ppm : 1.47 (3H, t, J=7.0), 4.49 (2H, q, J=7.0), 7.09 
(1H, d, J=9.0), 8.33 (1H, dd, J=9.0, 3.0), 8.79 (1H, d, J=3.0). 

1 1 4 

4- (1 - t -yh^v^M^^b^'J v>-4--f;M-*5/) 
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l-t-^h + ^te;i/-4-t:HD+yt:XUy> (10. 2g), ###J 1 
1 3T**#£nfc5-nbD-tf'J^J^X3^ (10. 7g) Mh'J7xrMX7>f 
> (17. 3g) ^PD^> (2 0 0ml) !Cil)|b, tIc/^T, 7 x Si>iJ)V#> 

wtz/3L?-)v do. 4mi) ^TLm mux- 4mrm&Ltc 9 KfomzmfeTm 

^fS^t/12. 3g (IR$6 1%) *&&mfctLTmzo 

*H NMR (400MHz, CDC1 3 ) <5 ppm : 1.40 (3H, t, J=7.0), 1.47 (9H, s), 1.91 (4H, m), 
3.58 (4H, m), 4.39 (2H, q, J=7.0), 4.79 (1H, m), 7.04 (1H, d, J=9.0), 8.32 (1H, dd, 
J=9.0, 3.0), 8.69 (1H, d, J=3.0). 

mrnm 1 1 5 

4- (1 - 1 -'7 , H^'>^;i/^-;i/hr^u> ? >-4--r;i/^'» -3-jj)i$*zs 

mmmi 1 4-m£*i*:4- (1 - 1 ^h^^fc^tf^u 4--t ^ 

-3-xh^vij^#-;u-ha^>-tf> (1. og) ^x^y-;u (1 Omi) 

izmmv* 7mw)<y&7k®m (0. 2g£?j<o. 5m 1 1« *i&z.tz 

6%) £«£@#<i: LT#£. 

'H NMR (500MHz, CDC1 3 ) 6 ppm : 1.48 (9H, s), 1.85-1.95 (2H, m), 2.00-2.10 
(2H, m), 3.45-3.55 (2H, m), 3.65-3.75 (2H, m), 4.87 (1H, m), 7.13 (1H, d, J=9.0), 
8.39 (1H, dd, J=9.0, 3.0), 8.93 (1H, d, J=3.0). 

1 1 6 

4- (i - t -7>^v^;i/^-;utf^Uv>-4--r;^^s» -z-tpvn^ 



WO 02/081448 PCT/JP02/03355 

286 

###yi i 5T#&*ifc4- (i - t -yh*>>*;ufc;nf^u^>-4-'T;u^ 

- 3 -#;U#*>-- ha^>-fe*> (0. 9g) £>>£pd**> (2 0ml) II 
J£#U fcfrT* ^□□^m-ryy^ (0. 3ml) X.tf HJ X^;U7 S > (0. 4 
ml) ^JdA. Wft*Cl»MiB^Lfc«, 2 8%7>=E=.77^ (0. 2ml) fcjo*., 
^icMT'lWlfc, EJfc«S»EET«*l/&«. SS^yU*^*7A^ 

p^h^7^- (^iHM : >/**y-;p= i 9/i) tj&sts;: 

ttCfcO, «Efc£*jO. 9g (JR$9 8%) £fc*6fc£JBH#£LT»&. 

*H NMR (500MHz, CDC1 3 ) <5ppm : 1.48 (9H, s), 1.80-1.90 (2H, m), 2.05-2.20 
(2H, m), 3.30-3.40 (2H, m), 3.75-3.90 (2H, m), 4.81 (1H, m), 7.11 (1H, d, J=9.0), 
8.33 (1H, dd, J=9.0, 3.0), 9.09 (1H, d, J=3.0). 

###| 117 

4- (1 - t -7 h^>7JJU#XJl/b^'J v>-4--f frttis) -z-ts)vn^ 

###U i 6T?»snfc4- (i - t -^h+^;u^-;nf^u >?>-4— 
-3-ts)vn^ )^-vu^y-\iy (5. 7g) (8 0mi) \zm 

mv. n^v^K-mMmk (o. 6g) zduil. *mmm$LT, uax-2. s^wte 

^77^- (Wl:^DD^^>/^^y-^=i9/i) TSHHT J: 

«9> TOfc'&flN. 8g (M9 1%) S**fiaiJfcJBll#£l,T»&. 

*H NMR (500MHz, CDC1 3 ) dppm : 1.47 (9H, s), 1.65-1.80 (2H, m), 1.95-2.05 
(2H, m), 3.19 (2H, m), 3.75-3.85 (2H, m), 4.44 (1H, m), 6.78 (1H, dd, J=9.0, 3.0), 
6.84 (1H, d, J=9.0), 7.50 (1H, d, J=3.0). 

m^m i i 8 

N- [4- (1 - t -7 h^;ftJM?x;H^'J v>-4--f;i/^^'» -3-ftju 

###li i7Ti#e.nfe4- (i - 1 -^h+v*;u#x;utf^«ji;>-4— r;u^ 
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-Z-ts)VA^ )\,7-*)> (4. 8g) ^-^DP^^> (8 0ml) 
U tJc&T. ^DOXM-«iIfJP (2. 5ml) RtftTUv^ (2. 3ml) 

(»5 3%) £j&StfiH#£LT1f£. 

J H NMR (500MHz, CDC1 3 ) <5ppm : 1.32 (3H, t, J=7.0), 1.47 (9H, s), 1.70-1.85 
(2H, m), 2.00-2.15 (2H, m), 3.27 (2H, m), 3.75-3.85 (2H, m), 3.94 (2H, s), 4.28 
(2H, q, J=7.0), 4.65 (1H, m), 7.02 (1H, d, J=9.0), 7.59 (1H, dd, J=9.0, 3.0), 8.12 
(1H, d, J=3.0). 

119 

N— [4- (1 - t -7 < h^v^;^^b°^U> ? >-4— QM-^vO -3-ti)\, 
A'^-fJ^xrjP] — N— [3- ( 3 ~->7y 7x-;i/) -2- (E) -7u^-)l] 

##F(J2Tt#e>nfc3 - (3—>7/7x-jU) -2- (E) -7*a^>-l-^- 
;U (0. 7g), 1 8T$£ftfcN- [4- (1 - t -7Y*r s >lJ)V'$—)\r\Z 

^'Jy>-4HM^» -3-*JWHJI/7ir:jH X^7 7^«i^l/ 

(2. Og) Sr»U7x-m7^ > (1. 5g) £v^DP;*^> (30ml) 
fc&SHKU MT« 77^J^>BSl^l^ (0. 9ml) £»TLfc&» M"C8 

5g OK* 9 4*) ^n^M^MWtLxnt^o 

] H NMR (500MHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J=7.0), 1.47 (9H, s), 1.75-1.85 
(2H, m), 2.00-2.10 (2H, m), 3.27 (2H, m), 3.75-3.85 (2H, m), 3.99 (2H, s), 4.31 
(2H, q, J=7.0), 4.53 (2H, d, J=7.0), 4.66 (1H, m), 6.22 (1H, dt, J=16.0, 7.0), 6.42 
(1H, d, J=16.0), 7.01 (1H, m), 7.39 (1H, m), 7.45-7.60 (2H, m), 7.65-7.75 (2H, m), 
8.32 (1H, m). 
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1 2 0 

4- (l-t-yh^y^M^l/b°^'Jy>-4--fM4 : y) -3-hV7M 

o o-c#e»n/t4- (i - 1 -^h+s/*ji/^-;nf^uv > >-4— om- 

*v) -3- h'J7;i/^-Dp<^;i/Ziha^>-tf> (2. 2 8g) ^^y-ji^ (5 0m 

i) \zmmv> a°7v^a-^m^ (o. 2 0g) zmz.tz'&s ymmm^rf. 

* 

T5l$P B TO£L,£o 3&£MJETMU ^^5>U^y;i/^^ 

ck o > mmt&m i . 6 9 g ok* sow £«feto#^st <h lt#&. 

*H NMR (500MHz, CDC1 3 ) 5 ppm : 1.47 (9H, s), 1.76-1.88 (4H, m), 3.43 (2H, m), 
3.59 (2H, m), 4.46 (1H, m), 6.78 (1H, dd, J=9.0, 3.0), 6.83 (1H, d, J=9.0), 6.91 
(1H, d, J=3.0). 

###| 1 2 1 

n- [4- (i - t h^->^;i/^-;ue^'j v>-4— r;i/^-» -3-HJ 
2 otHbnfc4- (i - t -7h^v#;^->iut^y ^>-4-- ot,^ 

- 3- MJ7;i/:ta*3^7-U> (1. 6 9g) ^yi7DD^^> (2 0ml) 
Ogfl?U ftftT, ^DOXJ^-^l^ (0. 7 6ml) &tffcf'J^> (0. 
4 9ml) ^TLfci, ^MT3PfF B M#b/t. SMSiffTI^Lfclt, 
y'J^>*7A^D7K77^- C^tiM : ^^>/«X^j!/=3/2) 1? 

mm?z>zt\z£io. mm&mi. 7 4g (»7 3%) lti# 

*H NMR (500MHz, CDCl 3 )(5ppm : 1.34 (3H, t, J=7.0), 1.48 (9H, s), 1.83-1.94 
(4H, m), 3.48-3.60 (4H, m), 3.91 (2H, s), 4.31 (2H, q, J=7.0), 4.65 (1H, m), 6.99 
(1H, d, J=9.0), 7.52 (1H, dd, J=9.0, 2.5), 7.56 (1H, d, J=2.5). 
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##0tj 1 2 2 

n- [4- (i - t -^h^->^;i/^-;i/e^u^>-4--f;^4v) -3-hu 

y)V^u^)Vy^-)V] — n— [3- (3-->y>7x^;i/) -2- (E) -ya^ 

m%M2T*nt>ntz3 - (3-v'7y7i-JW -2- (E) -zfo^y-i-^r- 

)V (0. 5 7 gh ##0U 2 lTMfSn&N- [4- ( 1 - t -7 h*>>#;|/#-;|/ 

kr^u^>-4-<;i/^>') - 3- hU7MD/Wi-;w ^7 7 ; e'f;nf 

BfX^U (1. 7 4g) ^h'J7x-;^77Y> (1. 0 7g) £i^PP*^> 

(27ml) CgiL, tK/^T. yyy^^^yX^ (0. 65ral) $S(Tl 
MT3l$ra«#Lfc. S^I^WiilfcE »y'J*^7A^ 
□ Th^77^f- (*&&*§& : y^D^^>/St|lf^= 1 2/1) Tffi®!-rs^ 
it'ctO, mmt^m2. 0 6g (»9 3%) £&&M£^@#:<hLTf#fco 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.35 (3H, t, J=7.0), 1.47 (9H, s), 1.82-1.92 
(4H, m), 3.46-3.62 (4H, m), 3.98 (2H, s), 4.31 (2H, q, J=7.0), 4.48 (2H, d, J=6.5), 
4.66 (1H, m), 6.22 (1H, dt, J=16.0, 6.5), 6.41 (1H, d, J=16.0), 6.98 (1H, d, J=7.5), 
7.41 (1H, dd, J=8.0, 7.5), 7.52 (2H, m), 7.57 (1H, s), 7.58 (1H, dd, J=9.0, 2.0), 
7.72 (1H, d, J=2.0). 

1 2 3 

3-?Pa-4- (hPA°>-3 — r>>^^'» -hP^>if> 
3 - hP/V-JU (6. 7g), 2-^DD-4-ZhD7xy-jK8. 2g) S 
tfb iJ7i-J^7^ > (16. 1 g) £v;7PP**> (2 0 0ml) WrY^ 

TSirrs^KcfcD, mmt^s. 5g (k$6o%) ztm&mfeMEfctLT 

'H NMR (500MHz, CDC1 3 ) <5ppm : 1.65-1.75 (2H, m), 2.00-2.10 (4H, m), 2.15- 
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2.25 (2H, m), 2.46 (3H, s), 3.35-3.45 (2H, m), 4.68 (1H, m), 6.98 (1H, d, J=9.0), 
8.1 1 (1H, dd, J=3.0, 9.0), 8.28 (1H, d, J=3.0). 

###J 1 2 4 

3 4 - (hPA°>-3--f;^^-» 7-U> 

*?> (8. 5g).W (5 0 0ml) KfctfU %UT*T?B3i (17. 0 g) £2W 

mt%®2. 5g («3 2%) *fcfiH#£LTftfc. 

'H NMR (500MHz, CDC1 3 ) 6 ppm : 1.50-1.60 (2H, m), 1.85-1.95 (4H, m), 2.00- 
2.10 (2H, m), 2.38 (3H, s), 3.20-3.30 (2H, m), 4.23 (1H, m), 6.49 (1H, dd, J=3.0, 
8.5), 6.71 (1H, d, J=3.0) 6.81 (1H, d, J=8.5). 

1 2 5 

N- [3-7PP-4- (hn/1>-3--r;P^v) 7xTJlj 7 ^-f JUBf 

##0ill 2 4Ti#e>nfc3 -^00-4- (hD/1>-3— DVttis) 7-UX2. 
5g) (5 0ml) £»flPU ft&T, ^□OXJ^l'gfSllf 

(1. 5ml) Rtflf>J$?> (0. 9ml) £jSTLfc&, MT3. 5l$fflj«#Lfc. 

^□□/^>/^^y-^=4/D Tttn-r^nticko, «ia^«i3. 5 g or 

$8 9%) ^^fei^lfttltffc. 

! H NMR (500MHz, CDC1 3 ) (5 ppm : 1.32 (3H, t, J=7.0), 1.95-2.05 (2H, m), 
2.20-2.25 (2H, m), 2.30-2.75 (4H, m), 2.84 (3H, s), 3.89 (2H, m), 3.98 (2H, s), 
4.28 (2H, q, J=7.0), 4.49 (1H, m), 6.95 (1H, d, J=8.5), 7.25 (1H, dd, J=2.5, 8.5), 
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7.45 (1H, d, J=2.5). 

1 2 6 

N- [3-^PD-4- (hPA°>- 3--f;i^^-» 7i^] -N- [3- (3 

-y7;7i-;i/) -2- (E) -yo^-;i/] XJt/^y^ME^X^JU 

###J 2 Tf# £ n£ 3 - (3-y77 7xrjW - 2- (E) -T'd'O- 1 
;i/ (1. 4g), ##091 2 5T#5ttfcN- [3-^ DP- 4- (hDA°>-3—f 
)V**i/) 7z-;W ^;U7 7^;P^X5 L ;U (3. 5g) Rtf hU7x~;Mv*>:7 
^> (2. 9g) S^DD^> (5 0ml) KlWKU ?k#T, 7 
vlfJI/ (1. 8ml) &»Tl&ft, g©T-fM#L£. K«$ffiTlllfe 

-;i/=i9/i~9/i) -e»»"r«iitfc:«fco> awe-fb^i. 3g («$2 7%) 

'H NMR (500MHz, CDC1 3 ) Sppm : 1.36 (3H, t, J=7.0), 1,55-1.65 (2H, m), 
1.90-2.00 (4H, m), 2.05-2.15 (2H, m), 2.37 (3H, s), 3.27 (2H, m), 3.98 (2H, s), 
4.31 (2H, q, J=7.0), 4.46 (2H, d, J=6.5), 4.50 (1H, m), 6.21 (1H, dt, J=6.5, 16.0), 
6.41 (1H, d, J=16.0), 6.94 (1H, m), 7.29 (1H, m), 7.40 (1H, m), 7.50-7.60 (4H, m). 

##0>J 1 3 0 

3- (3-yjy7i^) -2-7)V*U-2- (Z) -?W\>- 

*7*> 0r-'ftJ*9Vv9 ' ^Xh'J-, 2g3 3 2#, IHlJC (1 9 
8 7 ) [ J. Qrganomet Chem. . 332, l (l987)]fc!Btt©#fcK:ffiV>£&£n& 2 - yi 
3 L )Vft7>'fcS-2-7)1,*u&Wl (4. 3 5g) ^fh7tFD77> (9 0ml) 

mmLs -7 8 < cti. 6N -7?)uv5'VA'\tt>mt& (2 8mi) zffiTL. m 

UTltifffltH&lstz'lk, 3-y7/^>X7;i/rkF (2. 6 6g) 0fh7kFD7 
^> (1 0ml) Jg«£l OfrffifrVTffiTL. 2 Zizmi&X* zmrmWLtzo KfaWi 

«re2l3irtfcHb&. ^T©*Ji J 6'&fe-frfc^, p H £ 4 £HS U t - 
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JBET»tt£«*"rs;i£K:«fc'K tlHMWk^* (3. 4 7 g) LTttfc. 

#5nfc*WfWfr&* (1. 1 5g) Rtf HJX^;U75>(0. 9 2ml) 
£v7do*7> (10ml) lCi8$U ^od^i^ (0. 6 3ml) 

£iDA*»4&£35fcbfc. 3«£M£Tifttelxfc&> »ii*5 t S7kKD77> (10 
ml) l:MU tK#T, zK^t*^*^- h 'J 7£zKi§$ (0. 4 5 g 5 m lKJg 
$0 £iiD£fc«, ^T'18l^rWlfe, £^K»^t7>*x7A7k^£jD 

S£ *> U 7A^07hi/77^- (fgtBM : ^D->/W^St^)V= 3/2) 

T»mU-t2>Zt\Z£K), mZltSMO. 3 3g (W3 1%) ^IfttLWc. 

'H NMR (500MHz, CDCl 3 ) <5ppm : 4.32 (2H, dd, J=12.5, 5.5), 5.82 (1H, d, 
J=37.5), 7.45 (1H, t, J=8.0), 7.53 (1H, d, J=8.0), 7.70 (1H, d, J=8.0), 7.81 (1H, s). 

###J 1 3 1 

N- [4- (1 - t -7h^v7j;i/^-;i/tf^Uv>-4— QM^vO 

— N— [3- (3-y7/7i^) -2-7;^P-2- (Z) -7'p^x;P] Xjk 
7 7 : E^gfggX^;l/ 

3 0T^en&3- (3-v777xX;W -2-7;fc*D-2- (Z) - 
7°P^>- 1 (0. 4 5 g), ##^|1 0 7r-%t>tltcN- [4- (1 - t - 

7h + v7j;^x;i/tf^'J v>-4--f )V**z/) 7x-;i/] 7Jl/7 7 : E-fi«X5 : - 
;P (1. 12g) Ri;h l J7xXM77^> (0. 8 0 g) £v7DD^7> (2 0 
ml) folvT, 77y*M>gv^l^ (0. 4 8ml) *WTL&&, 

^77^- G$£U&& : y^DD/^>/»^= 1 5/1) T*fiim?Z>Z\t\Z& 
Y)y m^t^m 1 . 4 0 g («9 2 %) £&&fatK#Jft£LT#fc. 
'H NMR (400MHz, CDC1 3 ) <5 ppm : 1.35 (3H, t, J=7.0), 1.47 (9H, s), 1.74 (2H, m), 
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1.90 (2H, m), 3.34 (2H, m), 3.68 (2H, m), 4.00 (2H, s), 4.30 (2H, q, J=7.0), 4.46 
(1H, m), 4.54 (2H, d, J=15.0), 5.62 (1H, d, J=36.5), 6.92 (2H, d, J=9.5), 7.42 (3H, 
m), 7.51 (1H, d, J=7.0), 7.63 (1H, d, J=8.0), 7.71 (1H, s). 

1 3 2 

n- [4- (i - t -7 > h^->^;i/^-;i/bf^Uv>-4--i , ;i/^-^y) - 3 -±))l> 

;J^j )V7 iZJH — N— [3- (3-y7/7x->)P) - 2 -7)V*U- 2 - (Z) 

3 0t#^tlfc3- (3-y77 7x-JW -2-7^0-2- (Z) - 

yp^>- 1 (o. 8 o g), #^#11 i 8-me>ftfcN- [4- (1 - 1 - 

7 7^J«^ (2. 20g) WN'J7i-J^7^> (1. 50g) £v 
VUU*$y (5 0ml) fcflWKU tK&T> 7r/v?*;P#>»i?x^;W (0. 8 6m 

2) T«f»ir*Jia:fc<kO,. «Eft£*b3. 40 g (iRft£*W) £i8mfifcJ£JBIB# 

l H NMR (500MHz, CDC1 3 ) <5ppm : 1.36 (3H, t, J=7.0), 1.47 (9H, s), 1.75-1.84 
(2H, m), 2.02-2.10 (2H, m), 3.23-3.30 (2H, m), 3.76-3.84 (2H, m), 4.01 (2H, s), 
4.31 (2H, q, J=7.0), 4.57-4.70 (3H, m), 5.65 (1H, d, J=36.5), 7.03 (1H, d, J=9.0), 
7.38-7.74 (5H, m), 8.35 (1H, d, J=3.0). 

13 3 

3 - [3- [N — [4- (1 - t -7 h^'>^^^x;Plf^'Jv>-4— fjMjrvO 
-3-^JWt^^7xz;i/] 7$/] -1- (E) -7nK~)l] *>\r=.hV)V 
##^UT#6nfc3-i>7yli^7^f : t:H (0. 6 4gh 1 7T?#& 

nfc4- (i - t -7h^v*;u#x;utr^U> J >-4— r;i/^-» -3-*;ua ; e 

-fjb7-U> (1. 3 6g) mSn^U^=Ly- : y-^7,b A (5. 0 6g) 
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x> (3 0mi) izmffih, 2. smmmmmwiLrz. sM^iiiiT^u^. 

m±hVV2> (0. 3 1 g) &xmfc±VOI* (0. 3 2g) £Jd;L MT-Ufetti* 

lac^, **<k3iNC7*^hu^A (o. i6 g ) zm?i. $t>i;iiat3o^rwi 

0/10) TttfiTSJl fltlB-ffc^l. 7 7g (W9 2%) 

'H NMR (400MHz, CDCl 3 )<5ppm : 1.47 (9H, s), 1.68-1.79 (2H, m), 1.98-2.17 
(2H, m), 3.14-3.22 (2H, m), 3.78-3.88 (2H, m), 3.99 (2H, d, J=5.5), 4.45 (1H, m), 
6.38 (1H, dt, J=16.0, 5.5), 6.60 (1H, d, J=16.0), 6.75 (1H, dd, J=9.0, 3.0), 6.89 
(1H, d, J=9.0), 7.41 (1H, t, J=8.0), 7.49-7.53 (2H, m), 7.58 (1H, d, J=8.0), 7.63 
(1H, s). 

1 3 4 

N— [4- (l - t -7h^>;ft;i/#x;ufcWJs?>-4-^ Uk**±l - 3 -t>)V 

)ly xXJl/] -N- [3- (3-v7/7xX;i/) -2- (E) -~?u<-M 
###]1 3 3Tmt>tltc3 - [3- [N— [4- ( 1 - t -Zf h^ri/X M'fr^ 

•Jy>-4- r;U^v) - 3-^)W^^)Vyx.=.)l} 7^7] - l- (E) -y'u 
^-)V] ^>l/xhU;i/ (0. 8 5g) &Wuu**> (15ml) Xft 
T, ;*^>X;M^-J1^U>J K (0. 17ml) RWJv> (0. 29ml) 

vtz&. mur-muwhtzo Kfcmz*?;-)\/ (3m i) zmz-rz'&, m&Tmm 

-)l=l 0/0-9/1) xMm-Z>Z.£\z&V), WMik^mi. Olg OKfi^Sft) 
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'H NMR (400MHz, CDC1 3 ) <5ppm : 1.48 (9H, s), 1.74-1.85 (2H, m), 2.03-2.12 
(2H, m), 2.96 (3H, s), 3.23-3.32 (2H, m), 3.75-3.85 (2H, m), 4.46 (2H, d, J = 6.5), 
4.68 (1H, m), 6.24 (1H, dt, J=16.0, 6.5), 6.48 (1H, d, J=16.0), 7.02 (1H, d, J=9.0), 
7.41 (1H, t, J=7.5), 7.49-7.57 (4H, m), 8.18 (1H, d, J=3.0). 

##0J 1 3 5 

N— [4- (1 - t -7h^>;frJM?-;i/fcf^U >?>-4->OM-*S/) -3-J])l 
Jtt'UVyx.—M — N— [3- (3-y7;7x^) -2 - (E) -7°P^-JH 

3 3T#^nfe3 - [3- [N— [4- ( 1 - t -Zf h+^^-JUtf ^ 
U>?>-4— OI^+vO -S-^JUA^E-rJU^xnjH 757] -1- (E) ~7u 
^-JU] ^>y-h'j;i/ (0. 9 2g) £v^7PP**> (15ml) foft 
T, I^>XJI/*-;^D'JK (0. 2 2ml) RtXbfU> ? > (0. 31ml) «T 
lfit-ti#Lfci. tR^Tv l^>7**r;^DUH (0. 0 4ml) 
RUCtfij>?> (o. 16ml) SiTim MT?$SlC5I^M8tJ«|iUfe. EJttfSK: 

(3ml) *1&?Ltd&. «J3ET*KU ^v'J^W^A^DTh^ 
77^- Ogtfj&ft: 5>£dD**>/**/-;U=l 0/0-9/1) TfttK-rsc: 
tlC«kD, 0 8g (9 0%) ^Sfe»Ii:lT#fc 0 

'H NMR (400MHz, CDC1 3 ) (5ppm : 1.42 (3H, t ,J=7.5), 1.47 (9H, s), 1.72-1.82 
(2H, m), 2.03-2.10 (2H, m), 3.08 (2H, q, J=7.5), 3.22-3.31 (2H, m), 3.74-3.83 (2H, 
m), 4.48 (2H, d, J = 6.5), 4.66 (1H, m), 6.24 (1H, dt, J=16.0, 6.5), 6.44 (1H, d, 
J=16.0), 7.00 (1H, d, J=9.0), 7.39 (1H, t, J=7.5), 7.48-7.55 (4H, m), 8.16 (1H, d, 
J=3.0). 

■ 

tttikm 

ffj7 7^-XaS§tt<Pa!l£ 

»7 1#, SH3 1 4H (1 9 9 4^) ( Thromh. Haemosf , 71. 314 (1Q94)]1 £ 
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—W&%\sT'fi-otc. 0.9%mtj-VWk> 0.4 mM ©^611 S-2222 (%— it¥ 
M&) &&tf&&4t&®%<£tS50m$A<DTrisWfc&fflffc (pH 8.4) ZMfaL. 0.25 
unit/ml hyyZf-X a (nXWt) Sr^flp-rS Zt\Z£ OS^SIM&Lfc. 

0.1 ml) tev SfiT 5 #KK >*a^—>3 >L£. 405 nm <Z)©ftg£ 96 

»M©!ByfeflE©*lin*7 7^^-XaStt©»«i:UTJ|[lBLfc. WWk^*©ft7 7 
* ^ - x a Stt «t -5 fc » , WMC&toifi 7 7 7 9 - X a Jg# £ 50 %ES"T 5 

r*S (ic S0 H) *$:ibtc 0 

fl;jfiL**H*XH : ?ia»fPffl^#'r*it3& J to* 4 ofc. IC 50 ^ 15nM£nF<ZHfc-&«> 

fc£$lA«\ WO 98/31661 (EP 976722) tC|E«cO, N- [4 

- [i-7th-r$ K^;u-4-tr^u^;u*+^] 7x-ju] -n- [2- (3-7 



[£2] 



7 7 9 & -Xa MSte 
BC^ (nM)1 




I»J4 
160!) 10 

i&M 12 

»J27 
»J 28 
»J36 
t&M 38 
»J42 
«J45 
»J46 



12 



11 



13 



11 



15 



13 



10 



7.9 
6.4 



7.9 



w&m 47 



6.1 
5.8 
6.8 
6.3 



Ml 48 
SS#|49 



SlJS^iJ 50 
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JS0951 
1J 52 



MM 53 
MM 54 
MM 56 
Jfif!l60 

MM 66 
SSf!l67 

1ISJ72 
»77 
»78 
3S#|79 
J&#|80 
PJ83 
2fS0ij86 
J£#J87 
(J 89 



6.9 
7.8 
6.8 
7 

10 

14 

12 
8.3 

15 

15 
9.8 

12 

11 

15 

11 

13 

15 

13 

11 



itaty] A 



130 



§iWJ2 

fei h U 7* Taniuchi [hn>^y7 • 7>H • 'VE** 

->X, ^7 9i, ^5431 (1 9 9 8^) [ Thromb. Haemost. r 79. 543 (1998)]1 

LTfr o fc 0 0.9 h U "7i> £"atf 50 raM Tris ffi&tMffiM 85 1 

(pH8.4), 5#ltf>fg&SftS-2222 W0.4mM, !fl-{t#lln a n), 
&W)5(il&M%UL, 5u\<D<0>" MJ7°->> («^0.25 //g-protein/mL v^T) 

KuzM&kzmffimzmuLtco (8&g»o.imi) \tmm.x^>^^-^3 

>Lfco 405nm©®«^96^x;U-7'f ^D^lz-hU-^- (ff^ 550, A-f 
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[3c 3] 



[ICm (nM)l 



il 27 540 

»J 28 650 

iSS^J 42 7300 

MM 47 790 

MM 48 1200 

;M^!J 49 860 



"J 50 1200 

MM 53 2100 

■ 

MM 54 2200 

MM 60 3100 

;SS0«J 65 2300 

MM 66 5600 



05 72 4400 
MM 77 3700 



EWI 78 5300 
87 3500 
MM 89 2000 



M0>J 1 

50 mgOffl^iVXD^MM 27 <D 128.7 mg 07$ I — X, 70 mg ©•feJpD — 
X&tf 1.3 mg ©7r7'J >^T^>£A£jg£U 60 ^7 ^3.<Z>.&5^£jIL£:&, 

250 mg © 3 ^fef ^^>^7 0 -fe;i/^Atl> #7-fe;HPJ<hT&. 



m\M 2 

MM 

50 mg 0M3tffc<D%tSm 27 ©te&tK 124 mg 07^1 — X, 25mg0t^D-7 
^lmgCXfTU >iY^y^A^U> flftettlfcJ: OflfteUT, 1 ^200 mg 
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mmm 3 

1.5 mm%(Dmmm 27 oitsw*. 10 mm%<Dy°n tr i/>^u d-ji^t^u 
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A ; DLD<y> ; ^7 'J MOkf V 'J *7A, 7^ U Jl^iT77**v^A©<fc5&^'} 

-x, ^M^y^f^D^, *;i/#^->^5 1 ;nr;i/D-y;^;i/vr>A, 

)VT£3ci/ *?)W\,n-7si-hi)V AO&SU-tJVn-zffimW ; iJ ;ktf*'> 

'Ohi-'f K fcf-tfAO^ftSD-r Ktt#fi± ; 7K$tffcT^v7A, *^b7;U5 
-r>AOct-5^^M7j<m« ; ^7U;i/«^hU7A, *x7U>»;&JU5"7A©J: 
5ftlt^*>fMSig'l£aJ ; ^b^>tf;un-7AWct5^IK^>^®«M ; 

HL4b1>1f)Vn - 7 A ; 7x7 -;k £ ^y-;u©<t 5^7x7 -;MS ; ^7 □•*)— ; 
rk HDM ; v;Hf>«^f*il<!:^7?#S.). ^*^^J (0!l*fcf, ill? 

seotiimmtefflk* ^»»fc«koa&s«t, ^□^©^keu issdtrb im g 

(JFigfctt. 10mg), ±151 1000 mg (JfjSfctt, 500 mg) SMRl*l«!^0J§£fc: 
l[U^0Ti®O.5mg (MlCteU 5 rag), ±R 500 mg (JffSttt, 250 mg) £ 
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I o I 




wMWi 2 75M 7 ffi ©^E / TJ^MJin^ )l&X\tmm$k 3 7!>S 1 3 IS© y7^+ 

R 6 te> zK^flt^, K3!l»175M6ffl07;WUS> jeSSISc 3 TiS 8 fi«7J^Jl 
^*iC7 7iSl 6li©7^;i/^;US> '\7 t aiRt?«tft$nfcK**175S6ffl07 

^^J7)V^r)^ ft3d»2 7iS7flON-7;U+;i/*JUA'f 5 ^SXte^it 7 
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7?>S1 HH0H S/7'J--;M3MUS£^U 
&£V>te> R 6 <hR 7 ^-^fC^oT, X«, R^R^-MK&oT, K*»2 71M5 

2. R 1 ifi* imUttteimSftlbZs Mf^OUBa* 1 «k:ia*©^i»Xtt-€-0 

4. R 3 ^ &*&3 75£l 3fi©7;U3^v^;U^-JU7JWU7.;U^;^Xtt 

Esmtfr 2 7 i@©#;u#*^7;u*Juxji/*~;paT&5, Af$®ttBS$ l 

3 «fcE«o^«ixtt^oaia±« : $ 

5. r 3 #, xh^^*^#^;u^^>x;u*-;i^xtt*Ji'#4 i ^^^>x;u*n 

;p«-C*S, »#OttH»l«75S«3^fcBB«©^»Xtt^©aiS±W*L1t*tt[. 
7. R 4 Rtf R s ifi* H-XttS^-pT, tK*®^ EBftlSC^ MJ7;M- 
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7 7i^i 6f@07^;u^;i/S, ^n&vw&ztifzmm&iTbMemnTJV* 



&m&67b^lOm07V-)i>£. Dli K*#3 75 

7f@©l--r^y7JU+;US, ^£[7 7551 1^0HiS/7U-JM^gXte^ 
iif&275M7ffi®N-7;Wl/*;kk< S !if;ic<Z)$EBSg 1 JgflSfg 7 



9. r 6 ^, *3S>k x^x«<y7'Dtr;i/S, v^n^>^;us, ^>>Mkm 

7x*^S> 2 — tf UvUM^Jk 3 - tf U 3Mk 2- 

( 2 - fcf u ~^;u) x^;k 2- (3-tfu^;p) x3^x«2- (4-fc!U>uu) 

7iZJH, 4, 5-vt:HD-3H-tfo-;l/-2-<Jk 2, 3, 4, 5- 

Th7k HDtfuy>- 6 —ok 4, HD^ii-y-;u- 2-<;k 5, 6 

-ytHD-2H- [1, 4] 5P7v>-3 — f J1/X&4 - tf U i^S, *;kk-T 5 K 

< just* 1 «75S^ 7 mizimMt&Mxte^nnm-tft® vmz 



If! 1 ^7iM^9JS{CfB«M^X^©mS±^L#^^ 0 



11. R^R^-H^K&oT, Xte, R'iR'MC/.tot, mm$L27b^5m<D 



12. R 6 <hR 7 5^HfK:&oT, Xte, R 7 iR 8 ^-^(CfcCoT, X^k>X«h'J^ 
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1 3. n*^ it**, muHDtmm i «7iM^ 1 2m\zmmo<\:&V!ix\tt<Dmm± 

N- [3- (3-75^7xZJ|/) -2- (E) -7'o^n;H -N— [3-£n 
P-4- [1- ( 4 - 1? U vJl/) tX'Jy>-4-fM*y] 7z-JW 7^7 7* 

N- [3- (3-7$y/7x-JW -2- (E) -7*P^-;H — N- [3-£P 

□ -4- (1 -tfUUAfS K-f ;HMUS»-4-' TJU^+v) 7i-JW 7^77^ 

N- [3- (3-7$y77x-JW -2- (E) -7*P^-JU] — N— [3-£P 

□ _ 4 _ [ i _ (i-^$;7oejW fcf^'J v>-4 — f frttis] 7x-JH 

N- [3- (3-75yV7x'JW -2- (E) -7d^-JI/| -N- [3-£p 
P-4- [1- (4, KD-3H-tfO-Ji/-2-'f;U) tT^U 4 — T 

N- [3- (3-7$y;7x"JW -2- (E) -^D^-JH -N- [4- [1 

- (4, KD-3H-tfO-;l/-2-<;i/) tf^'J v>-4— rjP*+'>] - 
3-^?;U7x:-;U] XJl^7 7^^IfJP 2*£$?&, 

N— [3- (3-75y/7x-JW -2- (E) -7*P^-JH -N- [4- [1 

- (4, 5 - yt Ho- 3H-hfP-;U- 2 — OV) ^Uy>-4-<M+y] - 
3- hU7MD^Wx^] TJl^T^MI&X^MU 2jfttttt« 

N— [3- (3-75y/7x^|/) -2- (E) -7°P^-J1/] -N- [3-#P 

p _4_ (i -^v7°De;utf^u >?>-4--r;^^v) 7z-;H x^77Hjp 

2 Wig. 

N- [3- (3-7^yV7x-JW -2- (E) -7*D^-;H — N— [3 — 9 U 

□ -4- [l- (4-tr»js;;w tf^Uv>-4-<;u^^] 7i-jw tju7 7^ 
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N - [3- (3-7$y/7x-JW -2- (E) -7d^~;H -N- [3-*n 

□ - 4 - (1 -isjrul>?-)\,\fiyi?>-4-' Oltti/) 7i-JH X^77K 

N- [3- (3-7$y/7i-JW -2- (E) -7 e P^-;H -N- [3-7P 

□ -4- H>KUy>-7-f^y) 7i-JH 7UU7 7t-()mm 2^i?^. 
N- [3- (3-75yy7z-JW -2- (E) -T^P^JU] -N- [3-7D 

p _ 4 _ (i -^;uA<a K-r;i/tf^u^>-4— r;^+>-) 7x-ju] ^77^ 
-r ;m« 2 

N— [3- (3-7$yy7x-Jl/) -2- (E) -7*P^~JH -N— [3-7P 

□ _4_ [1 - (1 -^rsy^Difjp) tf^u> ? >-4— vittzs] 7i-jh 
77^ ;um 2 ttowt. 

N— [3- (3-7$y7 7x-JW -2- (E) -7°P^JI/] — N- [3-7P 

□ - 4 - [1- (4, 5-yk Ho-3H-tra-JP-2— f J» tf^Uv>-4— f 

N- [3- (3-75y/7x-JV) -2- (E) -7°P^njH — N- [4- [1 

- (4, KD-3H-tfO-Jl/- 2— -fJl/) k^Uv^- 4 — OI/^MrvO - 
3-*3=-;U7xrJl/| 7^7 7HJI/SI 2&®^ 

N— [3- (3-75y/7i^JW -2- (E) -7°P^-Jl/] -N- [4- [1 

- (4, 5-5?tKD-3H-tro-JP-2— f;W e^yy>-4-fJW+y] 7 

N- [3- 7x-JW -2- (E) -7°P^-JU] -N- [4- (1 

-^5 1 JHf^'Jy>-4-<M^y) - 3 - h U 7;i^PpWI/7x-;i/| 7;P77 

N- [3- (3-7$y/7x-JW -2- (E) -7°D^-;l/j — N- [4- [1 

- (4, 5-^fcKo-3H-t?D-Jl,-2-' fcf^'J v>-4--f;l/^i>] - 
3-h'J7^P^^7x-;H vUl^y^-f JI'Btlfe 2mft, 

N- [3- (3-75^y7x~JU) -2- (E) - 7 D -N- l3-i3)V 
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A^;i/-4- [l- (4, 5-v ? kKa-3H-trp-;i/-2—r;p) tr^Uv>- 

N- [3- (3-75yy7i-;W -2- (E) -:/a^-JU] — N- 
P-4- [1- (4, 5-vh HP^^1ty-;i/- 2 - ;U) tf^'J 5?>- 4 — f 

N- [3- (3-7$y/7i^) -2- (E) -N- [4- [1 

N- [3- (3-75yV7xrJW -2- (E) -7d^jH -N- [3-^P 

1 6. l»;£<z>|gfflSg 1 JSTiMlfl 1 4««fcOaW$n*-©»*©l6i8K:l3«©{t'&«J 

i 7. w^cD^ffl^ i jgjiMB 1 4«ck0H^sns-o»*o»giaK:aE*©{b-&«ij 

1 8. ffi&oi&mf&lWbM&l 4««k0»?*n*— CD»*OieHlclB«Oflsft4(b 
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20. foMM®&m&(D¥®xtmm<Drz&<DmMzm&-tz>tztt)(D> gj?$®«g§s$ 

2 1. IHSS0^l»Xttf&*0feJ6OE3IS:i!{jl5T*feJe)©. St #0«Effl» 1 «75S 

momma 
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4. □ Bl^**j^ftia^3(E«W*r*IBrtKI^U**»ofcO-C. rwiWf&ll, n3*0tSnroft#II3Btt 



□ ii*p»85e^»^<7>«w- 1 *tc w« a*» e> ** * a -c a* 4 a»o yt. 

MPCV I SA/2 1 0 (mi-<-^(Ol^m (1) ) (1 9 9 8^7^) 



